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Abstract of JP 2002154986 (A) 

PROBLEM TO BE SOLVED: To obtain a new insulin secretion regulator. SOLUTION: A substance 
inhibiting an action of IgE-dependent histamine release factor (IgE-de pen dent HRF) is useful as an insulin 
secretion promoter and diabetic prophylactic/therapeutic agent. IgE-dependent HRF or a substance having 
its action is useful as an insulin secretion inhibitor. 
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15 [0153] 

[0029] TCTP p21 (mouse type), TCTP p23 (human type), and TCTP p26 
(mouse type) are known substances. These substances can be produced by 
methods known per se and further, commercially available products of these 

20 substances also can be used. For example, mouse TCTP and human TCTP 
can be produced with, for example, cDNA described in Nucleic Acids 
Research, Vol. 17, 8367 and cDNA described in Nucleic Acids Research, Vol. 
16, 2350, using genetic engineering technique. Further, in the present 
invention, IgE-dependent HRFs that will be newly found in the future also 

25 can be used. 

[0030] In addition, an IgE-dependant HRF may be a protein containing an 
amino acid sequence that is identical or substantially identical to the amino 
acid sequence of TCTP p21, TCTP p23, or TCTP p26. The amino acid 
sequence of TCTP p21 is represented by SEQ ID No* 1, the amino acid 

30 sequence of TCTP p23 is represented by SEQ ID No" 2, and the amino acid 
sequence of TCTP p26 is represented by SEQ ID No* 3. Examples of the 
amino acid sequence that is substantially identical to the amino acid 
sequence of TCTP p21, TCTP p23, or TCTP p26 include amino acid 
sequences having a homology of about 50% or higher with the amino acid 

35 sequence of TCTP p21, TCTP p23, or TCTP p26, preferably a homology of 
about 60% or higher with the same, more preferably a homology of about 
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70% or higher with the same, further preferably a homology of about 80% or 
higher with the same, furthermore preferably a homology of about 90% or 
higher with the same, and the most preferably a homology of about 95% or 
higher with the same and the like. 

5 

[0051] A substance that inhibits the effect of the IgE-dependent HRF is not 
particularly limited as long as it can inhibit directly or indirectly the 
inhibitory effect of insulin secretion of the IgE-dependent HRF. Specifically, 
as the substance that inhibits the effect of the IgE-dependent HRF, a 

10 substance that inhibits (suppresses) the effect or the expression of the 
IgE-dependent HRF such as a receptor antagonist of the IgE-dependent 
HRF, an antibody to the IgE-dependent HRF, a substance that suppresses 
the expression of the IgE-dependent HRF, a substance that degrades the 
IgE-dependent HRF, a substance that facilitates the degradation of the 

15 IgE-dependent HRF, and the like are used. 

[0053] The antibody to the IgE-dependent HRF may be either of a 
polyclonal antibody to the IgE-dependent HRF and a monoclonal antibody to 
the same, the IgE-dependent HRF is used as an antigen, and the antibody 
20 can be produced by antibody or antiserum producing methods known per se. 
Specifically, the antibody can be produced by the following method. 

[0139] A method for determining IgE-dependent HRF quantitatively can be 
used, for example, in combination with competition method, Sandwich 
25 immunoassay, or the like. That is, by bringing an objective specimen into 
contact with a receptor protein of the present invention or the like, the 
concentration of the IgE-dependent HRF in the objective specimen can be 
measured. 

30 [0141] In addition, the quantitative determination of the IgE-dependent 

HRF can be conducted using the monoclonal antibody for the IgE-dependent 
HRF, and also, the detection of the same by tissue stain and the like can be 
conducted. For these purposes, an antibody molecule itself can be used, 
and also, a F(ab')2, Fab', or Fab fraction of the antibody molecule may be 

35 used. 
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[0146] HRF monoclonal antibodies that are different from each other in a 
site to which the IgE -dependent HRF binds preferably are used in a primary- 
reaction and a secondary reaction. That is, with respect to the antibodies 
used in the primary reaction and the secondary reaction, for example, when 
5 the antibody used in the secondary reaction recognizes the C terminal of the 
IgE-dependent HRF, the antibody used in the primary reaction is an 
antibody that recognizes preferably the site other than the C terminal, for 
example, the N terminal. 

10 [0153] Furthermore, when an increase in concentration of the 

IgE-dependent HRF is detected using the HRF antibody it can be diagnosed 
as having a disease such as diabetes, glucose intolerance, ketosis, acidosis, 
diabetic nephropathy, diabetic nephropathy, diabetic retinopathy, 
hyperlipidemia, sexual dysfunction, a skin disease, arthropathy, or 

15 osteopenia, or as being likely to have such a dieses in the future. 
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I If *« 1 ] I s E «#tt b x 9 5 y JWfJB^fftH 
^Wm-thWKk^^X^hA yx U y#«HE»M. 
C nt&R 2] I g E fSff It b x ? 5 y KOiH^ coffffl 

[ mem. 3 ] i g e fs^tt tx^s y sctiiia^ coftffi 
*ia#tf-4*fli»*cD i g Efs^ttbx^ s ymmm^cD 
s^ttry^-xK ©i gE^ttbx^s^Kai 

o^SSJfPSiJiBja, © i g Ef£#fth x * = yftffiH?^ 

Wo 

[ If *JR 4 ] I g E hx^s y Sttfiia-f tfB* 
W3«SaST'X)SP^JI 1 - 3 W vf^H-IEl^SL 
[ ll*if 5 ] i g e «#tt b x 9 5 y IfcffiH^Wf 

Miiga«p 2 i , M^psagawp 2 3 ttzimmm 
mm&wp 2 6 T*4m*ja 1 - s^-rtiMztm^ 
m. 

m ■ immx'hhmim 1 mmmt 
[it*ii7] mmsnm. ^b-^x. t^k-^ 
x. «j^fiwgp*w, m%mim. mmmmmm, mm 

[|f*iH8 ] WLNiftCtf ig Etfc#ftb x^ 

£ t k -T* -f >-X "J y 4ttiMBft&«. 
[ Hf$£ 9 ] Pf ?Uft!R5t;M LT , I g E b x ? 

z t swat-*-* a yx y yffi&fetztiRt&m&n 

[«*IR10] PffLt&ft^MtT. I gEfe#ttbX 

9 5 ym&m?<Dftmzmw^mM<7)imsL£ik$-~t 

yx. MS#it«£PtW. ttSSIftt. MlSftfflil^ A 
[|f*ifll] RHLMftfcttUC, I gEtfc#ffib* 

4 i k *w®Lt^hmmm<r>^m ■ -imirm* 
nmm 12] ^ yx y >%m&am*9&tr&tnb 

[ if *iR 13] -f u yastPteKS®*-* ffeBto 
^Pfi »i»ffl£tB©*4;fctf>tf> 1 g EWttbXj' S y 

[if*iii4] itnwff, th-yx, ryh*-y 



[it*Ji i6] 1 g EMttbA^ s yftmsTifc 
«*<^ffl*#*s«jW**^rlyt$:&-f y* y y#i# 

[ff*^ 17] 1 g E«tx? s yifiiif^^ 
ffl £frf 4 flrtt^CD 1 g e tx^s yftajHTo 

f§#:73"ax N.01g EffiffttfcXj' S yKmH^ 
^ffl**3lt L<«iffiat-§ft*. <S> I g Efl?c#ttb 

tx^s yteffiH^^ftl^PI#^Sti«-C"A-&lf^iB 

1 6tetK^?L 

[ 11*11 18] I g E tfcfftt b X 9 5 XftffiEfffj&qi 

[ is^ia 19] 1 g e fs#tt b x 9 5 y jfe mia^ tm 
■mmmm&Wp 2 1 , mmmmm^Wp 2 3 i^iunc 
wii® bw p 2 6 -c* 4ii*5a 1 6 ttzte 1 7 laaw 

[ 11*35 20] y x u y»P!H«efciBH-r § r*^> 

imsm2 1 ] mm. asmnm. 2M«is«. i&ssim 
sak. mmmwmm. mmmwm. mmmmm 
mm. jyxvymm. ^%.mmm, mmm 

m. 4 yxv yrufi-Sr-ttd&J >xv s-^co^ffi 

■ mmi~c$> &m&&i eim^m, 

[it*3H2 2] mfimmizMLx, 1 gEWftx 

^ s ynwrn^r^t^^im^^hmm^mm^ 

4^m^i5& ■ im-^m, 

[if *ii 2 3 ] mimmiztt lx. i g e wttx 

mtrnm. &jjie. mmmwmmm. mmmwrn. 
mmmmmm. »k, -fyxyysapttt, ^shjs 
ft. HJtGffiR. -f yx y yrwk=¥— s/cii-^ yxyy 

[if *ir 24] yx y ym\ j r?mzwtz>mm.<7> 
f-m ■ \&afimw&frhiz#xn 1 gEwtx^ 5 y 

[|f*^2 5 ] BESf . alglfiLaE. 2M«ISft. ffidftjg 
ft. SJfllJE. WSftWSPfW. MSftWffi. »JSft« 
ffi, »JB, ^yxyyffiMtt, IBffiSS 
ffi. -f yxyyrw^'-4^{±W yxy x-vo^pj 

• '<hWM^Wkfhizdb<r) \ gEWtttxj'Syftffi 

Cll*^2 6 ] 1 g E^ffttbx^ $ y^ms^ii i 
1 gEfi!c#1tbx?$y2SatiH^gfls£ 
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[|f*Il27] I gE{i<fftthX^$>KaiH^*3 
-Hi-ftDNAtJiV (4fctt) I gE{£fff£tX?$ 

[9f*il28] I gEtefftthx^sy^aiEFfisJ: 

•& i t it mm. t -rs y y^-tw^st^x 

-H-t^DNAtiiV (ifctt) IgE»fitX?5 
XftajE9?S3S**3-H-*-&DNA*#^4ii:* 

-r yx y y^aswsPBrtico^ x u -~>ym 

[ it^il 3 o ] 2 6*fc<42 7 ta^x x y - 
-yy^mt rzmmm 2 8 a Jtia 2 9 ibkox ? y - 

-y^flPr h SrfflV vc#£>;fi3 y^fclfflfiS 
[ If *II 3 1 ] If *JB 2 6 4fc« 2 7 IBttcox ? y - 

- y x"y7&4 ^{iit^Ji 2 8 4 /£« 2 9 tetfecox 9 y - 
—y^m* v ^fflv ^T#^tt a 6 -f y y^tufis 

[11*113 2 ] >f XX y V^PtiJMT"^l>ff*iI3 

1 nmomm. 

im$m3 3 ] mmmcDj-ffi ■ mmx-t>zm&3 

1 latfe^E^, 

[ mmn 3 4 ] mimmzm lx , n 2 6 4 >tii 

2 7IEt!j<7XXX y--V^ffi4^«lf*II2 8 4fcli 

2 9mmcox7v—~y7'm*-; b^m^m^ttoh 

A yx y y^iHBKJ!f5!iMo*S&*^^-rs i fc 
k^-h^yx y y^asHlfcfrffi. 

C If *3B 3 5 ] tf f L«tf¥3*f LT , If 2 6 4 fcfcfc 

2 7ia*feox^ y--y^a4^iilf 3ftil2 8 4^(4 

2 9IEM^^y-->'^ffl d r-!' h&fflV^T»6#ta* 

4 yx y y^Wiffl«^<^HI»*«^S i k 

[ff*ii3 6 ] i gEMttbx^s ymmm^ztt 
■fh^Wi^^h i t 4 yx y y#&m 

[31*13 7] I gEflcfftth^^S^JfcajE^tW 

■r*K*sfflv^ i k zmmk-t&jyxv y^mmm 

[|f*iR38] 1 gEfi<fftthx^ = yS4:aiH^*3 
[|f*iM39] I gEtf^hx^sxftifJH^&a 



[000 1] 

i¥mnm-rttsm»mi 1 gEfeffttbx 

yx y v^hjhbwrl 1 g EMttx? s yftmia^ 
4Jtii-€-^fflS* v r*ftW***t'C*4>f yxyy 
4waa«Ws -f yxy yftimm%m<Dx? v--y? 

[0002] 

DaWlfPiaiQf (translationally controlled t 
unor protein p21 ; J^~r\ TCTP p 2 1 ) 11 V 1 ^ 
XO#ajft#SW^6WBSBlSa«<0--^f: LT, 19 
83^ BrawermanttioT^TlWISSil/; (^EI^jz. 
5— ■ •fen' ■ A'^Py- (Mol. Cell. Biol.),H3 

1 197-1203) . ^CDfJL Ehrlichia© J; 
Dtf«*W(TCTP P 2 3 ) ^'|Hl5gStt (jl 

- 7y7 H ■ y-»f— f- (Nucleic AcidsRe 
s. ) . Hi 6^. 2 3 5 0) , V^X&ilXb MCT 
PWcDNAil 1988^ 1 989¥tC %tl 7o--> 
X"£fx£ (??W7^' 75/ v F ■ y-9"-f- (Nuclei 
c Acids Res. K H 1 7L 8367 ; j?71/^7? ■ 
T-/7 K ■ i- (Nucleic Acids Res. ) , Hi 6 

2 3 5 0), 

[0003 ] TCTPiiSf {A— XV (Yeast) , 199 
4%, HI 0^. Suppl A. S 6 3 - 6 8 ) s Wfa (7° 
"yy V ■ ^U^jl?— ■ J<.4$"ai/— (Plant. Mol. Bi 
ol.K 1992^. HI 9^, 501-503) Kth 

t>Hg^^tcS;fX3t (Xl^^ bnx ^-l^yx (Electropho 
resis) , 1991^. HI 8^. 1 50- 1 5 5). TC 

T p imMMMttf \*imztih Zkfrh. MMk<r>ffl 
3&W33^ftS*iTV^3&* (^>-^;p • 'J*— aiM h • 
yq^-ni/'- (J. Leuk. Biol) s 1995^, ®57f, 
5 0 7-5 1 2 ; A^^SXb »J— ■ -fy^-ti'a 
(Biochem. Int. ) „ 1989^. Hi 9^, 27 7- 
28 6) , -eo«fg^^'^^T(±(it^t•'0)1^ 5 * i ^^§^^■r 
TCTPi?)Mli raRNAO 5 ' — ^IllRffi 
Mi (untranslated region; UTR) tdijf^Spolypyrim 
idine tracts LTS5^1^^T*3yr-n— foZtl 
TfcO. in vitroT(4mRNA03'-UTR^fS!R® 
IJgT'tOT C T P g Q W -nfiSc^SUSt tlt>')t HS;ti« 
StSfituS (^M^t'V^^ ■ ;U*9$.*DV ■ 

T73> (Biomed. Biochem. Acta) , 1991^, H5 0 
1 1 9 3- 1 2 0 3 ; -fe/k ■ ■ ^'-f^T 

n^/U- y-9"— f- (Cell. Mol. Biol. Res.) , 1994 
$4 01, 633-64 1 ) „ 

[0004] TCTPit mmmm^uzi.-yyi-y^- 

=5: if*0l»iMIB-C»S I/O * * (xpnnytPyX 
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(Electrophoresis) „ 1997^. I18i. 15 0-1 
5 5 ;Xl/^hD7tl/y-X (Electrophoresis) x 199 

?|13i, 992-1001 ;Xl/no7tl/ 
i^X (Electrophoresis) „ 1992^. SSI 3^ 89 3 
-9 5 9 ) . 1995^(CMacDonald b h 

U 9 3 7C9tg«±Jt*»& I gE#ftTTif^«*^« 
tX^ 5 >"®Eti4?rfE"f"H^ (histamine releasing fact 
or; HRF) £|3JSL>t l^jrA^yX (Science) , 199 
5^. S2 6 9^ 688-690) . i«0H^{4b h 
TCT P P 2 3 fc £ fc WfflL^ icO 

tftTCTP {±af&(t T Wl^-^KJS<7)Ii#H^ 
a4"rtttS#*&S*vCVv&. U&>Lfc#6. TCTP 

m±m±xh k> , gugt^man^ * s uiK*>jija{±a*¥ 

[0006] *SS-Wo^» fc LT. -f y 
^fyxyy^fiMSil, 4* y y»tte5t«^J. ^ 

[0007] 

[%BB*tjs^L J: o fc -f *^JH±. ^X'jy 

4M«i«0n*j .tt/'f y yft\mmmw,<Kx? y 
y^^JSrassfcHew-* i fc * B W fc^s . 

[0008] 

[RHfcwsw-* xmimii. mmm^ 

2 ) £*£bh&-*-£ t , o . 5~i wmw&izBmrcm 

TCTP cO^Sa^iBJn L . ^mSSL^Z TCTP 
SfX&ifc, 

3 ) ^^XBfimmkXhhM. I N 6 1)Stit//l 3 — 
Xtl^^f IJ yflJit^fi^ 3 t M I N6»^« 
TCTP ajftfepRgi $ tl h z fc . 

4 ) m I N6W*3iVv7xcomsiB5y^V^Nyx 
itliayh'tyfTCTP^fl$tl.i:. //w- 

± 4 yx y ^aasaWMFSih.* >r fc . 

5) TCTP^TO%*£ffffl$-t>:&fc. ^rj-XfiJ 

WHttt^af S*L4 TCTP oftffl * 7'D y ? LT -f > 
x y y^t^ i e£»$ix4 ; fc . 
[0009] Af|0Ji#tt. .:ixfe<7)ttI,t^^T . t 



[0010] -t^*>, A^BJii, (1)1 gEflc#tt 

44 y viMeflBWW. (2D I g E«fitx? 5 
«fi • fcSEfflL C 3 ] I gEMtX? 5 >lk\m 

^fcmzmm^hmwifi® i § EWtttx? 5 >a 
mm^cDgmfcTy? =?-x k <z> 1 g EMtttx^ 
syft^HfW^t*, ®i gEMtx?sy 
SctHB^5*EEBffl»W, ©1 gEMtttx^iyS 
ajE^*4MIW4«ir4fctt®i gEMffitxj'iy 

mtam^com^im^^mThm c 1 : 

m c 2 : 3bib»«ojw. c 4 ] 1 g Ewstx ?sy» 

mH^jtrassrasgfisre&sss c 1 : c 3 : 11 

covvrrfx^tc^lES^SL (5) Ig EtSfitx^ 5 

xRtBHf^BasHBtaawp 2 1 . mmmmm&mr 
2 3 * ftttjsttffBig&frp 2 6 T*4ss c 1 d ja~n 
c 3 ) mw^tiMzimcom. 
[0011] C 6 ] 4 yx y yiJ48Pf^fcjaB^-*«a 
^)^K) ■ f&89WT»4» C l D rBlBtftcoffl. C 7 ] iff* 

c i ] mmvm. c s ] m\mmznLx . i g e« 

C9] HBLWftfcWUT, igEWfitxj'Syftffi 

afc-rs 4 yx y y*i»^t:Sit5M^i ■ i& 
if^rffi. (10) W?LWHrtc«-LT, I gEffifftttx 

[00 12] C 1 1 ] DflLKf^MLT. I gEfftt 

^■T* £ t *W«fci-*ll««<o J Ffi6 ■ ?Sffi7JSL ( 1 
2 3 A yx y y^f J £itlf l J^MiS-t4/i*co igE» 

(I3)iyxy y*app^tiBEW-4*|jB<^H» 
S0H&lE&rSfc«)^) i g EfS#ttbx^ 5 yftmEr? 
«0ftEfflSHl»tii|MI«0ffiffl, C 1 4 ] H«fgp»W. 

i-yx, TyF-yx, K^msmi. nmse 
he, mmmmmm. mmam. wsmm. sam&. 
mw& t tz te-wm&m^ffi ■ ismm * wm-t 
i g EMtttx? s ymsm-^^m^wm^hWA 
<rmm. c 1 5 ) $mm<vm ■ %sm*wktzt&> 
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[0013] C 1 6) I gEtfe#ttb**$yftSfJB? 

^hmlwhl c i 7 1 i g e ffiffii b x ? s ym&m^ 

<r>fcm*imWtttKD I g E«tx? 5 yStfcBH 
f«SSft7d-Xh, ©I gEf2c#ttbX^5y$tm 

tthx^* >Mfcm?comu®mm£ nam i g e#c 

#44b x? s ylfeffiffF<04MBfclfl»^-ft»irc**flS 
[16] JBiBK*>*ls [18)1 gESfftttx? S y 

ntmTtwmmm&nrh&m c 1 6 ) Jiajtttjs 

C l 7 ] JSKK0>»L [ l 9 ) i gEWfitx^ 5 y 

ftimwmiKmm&mp 2 1 , mmm&m&mp 2 

3 ifc(i®«B83tSa«p 2 C 1 6 ] S4fc 

«SS [ 1 7 J JHS«£«^M, C 2 0 ) Ayx y 

totBH-tmiWK ■ teWMThzm c 1 6 ] Jiisa 

[0014] [21) HESS. &JS!i]filffi, 2M«fl£#L ffi 

mm&. mm. Ay^vym.tm. *&%mmm* mm 

mm, yx'j y7WK-it(W yxy y-wf 

m - mmvfo&m c 1 6 ) mm<mu c 2 2 ] *mi 

" t Witt 
■TS>f yx y yji«I»»fciaEW-4*UltO^I» ■ 

C 2 3 D WSJWfcfcStLT - I g E Mhx * 5 

ymitim? 4 « -e off a & mmco^mz m- 

SMSSffi. sin. ^yxyyifitt, ^sewgjs. bus 
Hit, yxy y7WK'-itlWyxy y-vcof 
BEf ■ mm%m* C 2 4 ) A yx y ^aWHMfcfcjBH-*-* 

C 2 5 ) BBiS. )«»!£, 2ffi!fS#L ffiMtffi, «JflL 

^yxvyifft, =F3SSHSI«, JfflttM. -fy 
x y vrwwf— *fcia>f yx y y-vo^ • f&fKftl 

ta <?- off m * &t h mnvmrn , 

[0015] C2 6] I gEffi^ttbX^SyJfciiEff 1 
*Jj:tJf (ifcli) I gE^ttbx^Sy&tiJEB^g 

**fflv^«, £ t *«pat-f4 >r yx y y^iraitr^so 
x^y-->-^^^ [27] 1 gEfeffttbx^sy 
StfflH^a— H^SDNAtJiV (ifctt) igEi 

\^zt zmmb-tz, a yx y vmmwNK&x. 9 u 

--y^^rg^ C2 8) 1 gEteffttbx^syScaiH 
ffeitA'(S«i) 1 gEficffttbx^^y^mia^ 
«r Jflitts >f yx y y-^tli» 



sox?y-~y^mv k c 2 9 ] 1 g Efe#'itb 

X?$ygtaJHT£3-H--tSDNAi3j;y:' (ifcli) 

n a ^-irrrs -1 fc ^^jt-rs >f yx y yMiia 

«OXi?y--y^ffldr>y K C30]mC26)IIt 

fciiffi c 2 7 ) 3na»cox^ v--y?j&£tzim 

C 2 8 ) iS4?t{±IS C 2 9 ) iRIBiSox^ y --y?m 

[0016] C3i]igc26] mttzizm c 2 7 ) 11 

IB»ox^ y-^y^'Tj-ai^iiSS C 2 8 ] ^4fc(4» 
C29] Hiaaox^ ij--y^ v h £fflvvc#£> 

c 3 2 : a yx y y««iWKwc*4»i on mm 
comm. c 3 3 ) a®jscoiH» • i&mmTfc &mt3 
i ] meteois^. c 3 4 ) nwuwwdtf lt, m c 2 

6 ] 3l4fcl4S5 C27) mm(nx? 9 --y 

mm c 2 8 ) c 2 9 ) JiieKox^ y-~ 

y^m^-y v&R\vcw>tir> yxy y^iHSM^ 
W*>*3S**a#-*-4 i fc iWtikt^&A yx y y^ 

HSiJTJa. C 3 5 ) nf¥L»fttc« LT . m C 2 6 ) 
/c{±m C 2 7 ] illBttOX^ U-^^rffiifcJlflS 
C 2 8 ) 3S4it{i® C 2 9 ] JllBKox^ y -~y^"ffl 
h £fflv ^Tf#^a -5 1, -f yx y y^iffltff^wo^r 

a, 

[00 17] C3 6) I gEfS^ttbX^Sy^mia^ 

fcSN-SK*£#irr« l i t ^^t-rs-f yx y y^ 
imm0»mm* c 3 7 : 1 g E«<#i4bx ^ 5 y^m 

EffF(d^-4fS**fflv ^ i t -r a yx y y 
*»a*<?5»Bf*ffi , [38] 1 g e b x ? 5 y 

h A yx y y^sSot^Kif^J, 33 £V C 3 9 ) 1 g e 
fiS^ttbX^syScaiH^ ta-HtlDNASMv^ 
; h ^#^k-TS>f yx y y^S*<^»*ifefc:BM- 

[0 0 1 8] Sttti, *^BJ(i. C4 0)IgEficl¥ 
tthX^S ySfctUH^<50*?-M^2 lkDa — 26k 
D aTfc&m C 1 ) If, m C 2 ] I14£«il C 1 6 ) If 
KKOffl, C41DI gE«cffttbX^5yKaiH^ 

tf, ommrmm&np 2 1 , mmmmm&mp 234 
saip 2 1 , mmmmmemp 2 3 4^i±M*was 

efp2 6^7$7Il»01 afe«2ffl£Ui (if 4 
L<{4, l-3 0ii«, =t l 9»4L<(il~9Hg 

jk, §^«f4t<(±iscffl (i~5«) ) ^rs/ii* 
k&lizt s -/mwi, ©lasraasawp 21.1s 
HBiaawp2 3*fcj4WiBBiHa«p2 6«T5y 

KK^iJt l 4 fcli 2 ffltLh (fiKll 1 - 3 0 flag 
JK, J;W*L<(il-10lg^ §<btc#4L<{4 
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©M«wiiaa«P 2 1 , mmwmm&mv 23s 
fcjijBasssiisaap 2 5 swsm* <o 1 trm 

2«BLh (SF*t<tt, l~3 0fflSJ£. J;'9ifiL< 
IJl-lOjiSlS, ?6fcJFiU<l4»I(l~5 

fl) ) »rs yi«»rs 7it-l»§li/;TS 7i 

tt&m&mT$>&m c 1 ] a. n c 2 3 jsifciiss 
c 1 6 ] jsiare^si,. 

[0019] [42] (i) I gEffi#:tthX^5>Sc 
ffi^fc*<0^ttfc i:. (ii) Is 

•t&m c 2 6 ] iiKtg^x^ u--y^^ri£, 

[0 0 20] [4 3] ( i ) aaSLfe I gEWfihX 

*fc*fji*s*!t*&t , ( i i ) mmttz 1 § E«cffttfc 
$ ytktam-tsxt/mnt-^si 1 g Efe#ftbx 

Lfc I gEtefflthx^S^mH-P^ I gEBK 

-t&ifctWttfc-ti I gEte#ttbx^5y^aiH^ 

^fc^ft^^t/iti-fcD^ (^fyx'j y^PtfflSj 
iC) cox?y--y^iiL 
[002 1 ] [4 4] ( i ) WMLfii gEffi¥tthx 

*&#1W4iMBfc«ai*S*fe«^i: . ( ii ) WLfc 
I g E ficffttb x ^ 5 yjfcftH^ ti J: tfKKfc^tt * I 
g Ete#ftbx^ 5 >MH«g#;£#W^-&«l)fcfc 
SMS^TWfiHcfcttft. BMLfcl gEWttbx^ 

6Zk£W&k-*i 1 gEfS#ttbx^syffictfiH^t 
I g E WtttX ? S VScE HWgcffc b 
ft3#*fc^*fcfcJ:*<aiB (-f yxu yftfflffito 
ft) »x?'J-^y^M, 

[0 0 22] [4 5] (DMILftlgEfltfftth^ 
***^4iMB«Ki!l4J-fc:SNI*S*fc*^i: . ( ii ) 

wmlx: 1 gE»ttt^^ 5 ywamttximm: 

1 gEf»ttbx^sy^tiiH^S^#:^#^r-r 

g Efs^itbx^ 5 ymmm^Mmm(zn-t6^m 

£HSgU itlW4ii:*«f«i:-rS I gEfeMfcbx 
* 5 VftiiJHf fc I gEfic#ttbX^5yStaiH^S^ 

y yft&MMR ) u --yy-am. 

[0023] [46] (i) IgEWtttXj'SyK 

fflB¥£#ft£iSttflr$N&'ffc£*£ 1 gEffiffftbx^ 
fc. (ii) I gE«a?ttb^^S>»ffiH?5«?**a 



ttfl^Sfc^£,*tfKIMfc-&W£ I gEte#ttbX^ 

tsttft, I gEfic#ttbX^5y^tHH^m^^L 
^HMtStiStt £»g L , ifcHW- ft <! fc fc -r ft I 
gEfic#ttbx^5>-ScaiH^k I gE«fitx?S 

ymm^m-^b^m^^m^^h^Mt.tz\t 

%<DU{A yx y y^HRHt )ox?i] y 

[0 0 24 ] [4 7] I g EfefftttX^ 5 yWLtiiS^ 

gmmtemt-thikamtf. mmmmm&mp 2 1 , 
mmms&mp 2 3 ifctiiiafRBesesp 2 6-c* 

ftH [4 6 ] mm<7)X7V--y7'Um. [48)® 

[42] m~~m [47] mmcox? y y^ss-e 
%io^oh 1 gEteffttbx^^ysfemia^t 1 gEt 
Mtx^i ymmm^wftb vm&&&mc2it& 
it-^sit^t^com uyxv ymmmwA > . c 4 

9 ] IS [ 4 2 ] [47] ilietfe^x ? y -~y? 

^mx^^tio ft 1 g Efs^ttbx^ 5 y^mia^ 1 1 

fciMrtft - 1 £#mt^ft E^. 
[0025] [50] (i) I gEfi£ff'|4b.X?$yJ£ 
fflH?S»tt£S§ttfc'*-4fl:£tt*-f y* 'J y^MKMIB 
tzm MS . ( i i ) I g E^#'|4b X ^ 5 >S 

^OiMBM&MSEt, JtSrTft i t "Tft >f >-x 

'J y^HHPIWBMI^ ^ l> -^^rffi, [51] 

( i ) #b b iW¥LSW*OCDJflLf«. ©fJ£«)JH« («, P 

A) fc L<«±« (W. PK^MJE. MIN6W * 
fcfct (ii) JBWE«l*fc-fr4*L4TCTP4fc«TCT 
PS^*COmRNAM^aOS-rftdi:tJ:ft, TCTP 
itliTCTP W^ilfi & SBfi: * "fr ft -ffc#B»<0 ^ 

^ V--y?7jm. 

[0026] [52]ig[5o] mttztem [ 5 1 ] If 

mmWA (TCTPttliTCT PS§ft<7)MlS^ 

^s^rft-fb^js-s-tf) , [53] m [so] JBifcfct 
ss [ 5 1 ] iite»ox^ u-- yyjf&vn&tio 
yx y y^lfil^M^-S-^rLT^ft-f y y4M6W 

IM'J (TCTPifdiTCTP g^^cOf&Sm S: ^-ft $ 
#S-ffc£W£-£tr) . [54] igEWtttx^iy 

smH^tw-rftKfrk. twe«fej:tffl«Mhs*ife i 

ISfii*^^ t JtlBWtS i g e tx^?y 

stmia^ofij-^ssy^-rft - 1 zmLb-tz>wm&*<?> 

i g EWfttx^ s ytkmmTco^m.m. [ 5 5 ] |j£ 
ttffi t ffl*±fc^«Mt UcigE ttflsffi b x ^ $ y^m 
EH^td^-SSflcfciVWMMtS^ I gEBtttx 
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KfflH^SMife, *JJ:V C 5 6 ] -f yxy 
OTBBWScT*** C 5 4 ] mttzltm C 5 5 D JSIEtft 

[0027] 

{ I gEfeffttHRF) ttTii. #"RJi\ Df?L»!|* 

-fy->MK IFliffi. U^'WR, JfiPh«L 7?n7r- 
i^Sriffc:**-*-* I gEfS#ttHRF. pp&^ffilltrtxb 

F , I gE«cffttHRFjie^A>fe«eSiliffl«^a[ 
IgEMttHRF^W^^. IgEftMH 
RF©*T«i, WfcRHJ&SiftSr^ W*.H*!>2 1 k 
Da-S30kDa, ML<(il f )2 1 kDa~»26 
kDa, Sttfil<li»26kDat*^. 
[0028]IftWt, I gEfffttHRFi LTJ4. 
flt^MilgfiM (OTs TCTP) P 2 1 (tKi7 

— • -fe/k ■ AM^Oy- (Mol. Cell. Biol. ) , S3 

1197-1203). TCTP p23 
A v7 ■ Tz/'V Y ■ LUf— f (Nucleic Acids Res. ) s 
Sl6i, 23 50) , TCTP P 26 (*Is*ta? 

— • -te/P ■ J\4^-Ct-J— (Mol. Cell. Biol. ) , S3 

1 1 9 7-1 203)3: fc*<7)JBSSM&SaS#W 

[0 0 2 9] itL^TCTP P 2 1 , T 

CTP P 23 (bM) , TCTP P 26 (^X 

WX&XVt rTCTPIl iEte^X^ 

f- (Nucleic Acids Res. ) _ Hi 7^. 8 3 6 7fc±.t/ 
i*?W ■ Ti/'y F ■ y-»f— f- (Nucleic Acids Re 
s. ) „ Hi 6®, 2 3 5 Ot^ft^hlE&SfutcDN 

R F t ffiffl-f & i £ jfifcai 4 . 

[0030] i/t, I gEf£#14HRF(±. TCTP 
P21, TCTP p2 3JfcliTCTP p2 6«7S 

^irtifiaitrftoTfciv^ tctp P 2icdt 

5 7 KIB^J«i:IB?iJ#-^ : IT. TCTP P 23«7S 

y B?ia?ij{±ia?o#-f - : 2 t\ tctp P 2 6 £ot s y 

Kffi^J{ae?iJ#-t : 3T«*>S*t4. TCTP P 2 
1. TCTP p2 3ifcliTCTP p26<7)TSy|g 
SWfcSeHWtcH-WTSyBBWf: LTi4. 
TCTP p21, TCTP p2 3ifcl4TCTP p 



2 6tfOT5y^iE?iJt*!j5 0%tJLh. »4L<(4Ki6 0 
%J2Lh, ±WiL<l±87 0%a±, ££>«TtL< 
tt*&8 0%J3Lk» *3&»Tfc»* L < 14*59 O^JSLh, « 
k*f£L<«4*<79 5%fcLh^fflRtt£W-f§TSyKIE 

[ 0 0 3 1 ] TCTP p2 1, TCTP p 2 3 4£:J4 
TCTP p 2 6c9T$yiSIEM£^SM£|WH<7>TS 
yKffiM^#W-rSfiB«i: LTt4. Witf, TCTP 

P21, TCTP p234fc(4TCTP P 26<7)T 

CTP P 2L TCTP p 2 3 S^JiTCTP P 2 

[0032] TCTP p21, TCTP p 2 3ifcl4 
TCTP P 2 6 i:3mWCR»Z>iSttfc LTi4. W*. 

^yxyy#^W&^}£tt# - R# (flL «jo. oi 
~1 0 0|§. #TiL<i4#*>0. 5-2 Ofli, =fc D#F4 L 

<j4*-?o. 5~2«) -cas u*a*, <rft^> 

[0033 ] HSr^ffitt, ^^;Hffgfral# 

[0 0 34] I gEftffttHRFil ©TCTP 

P21, TCTP p23^3tt4TCTP p26W 
S/lHWI+«l4fca2«£Ui (ff£L<(4. 1-3 
OfflgJK. i 0»4 L<{41-1 OiE^Jg. §ib«f4 
Kliii ( 1~5«) ) ffiTSStMW&LtiTSS 
0TCTP P 21. TCTP p234£(4T 
CTP P 26«7S / W&imz 1 4 tz\i 2 jllil± ( if 
4L<(4. l-3 0fflmffi, i 1 9*?4L<{41-l Oil 

as. $^«f4t<t4i*fi ( i~5ffl) ) ^rsy® 
aWWraUfcrsyBEJO, ®tctp P 2i, tct 

P p2 3itl±TCTP p 2 6C0T$.Smiin*CDl 
4fe«2«JSLh (jffi L<i4. l-3 0lgS. J: Off 
4L<i41-l 0jfflg«. 5fetff4L<llM(l- 

[003 5 ] I g EficffttH RFIi, ^.7°^ KSia^tl 
MCfot, S*ft&*N5RJl (7Sy«) . i&SfltfC* 
ffi (^/l-^^^S) -C&S. TCTP p2U T 
CTP p2 3ttliTCTP p 2 6Sr(4b*6t"f"-§) I 
gE(«ttHRFll c*S^;^'^^;^ (-co 
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OH) , *;^yk-f(-COO") . 7SK (-C 

onh 2 ) i^iixxf/KoMiitifeott in. 

[0 0 3 6] I gEfSffttHRFtCfi, I g Eft 

[0037] I g Eft#'|4H R F CDgB^Tf- F LT 
(4 . MIS t ifc I g E ftfftt H R F CD^T-f F Krtf"C . I 
s Ef£#f£HR F i:maWfc|3I««?SttSr*^-S fc^* 1 

[0038] ^gfrfl^T^ MS. gtt&SK^T?- FO 

"vr^-r— trcfljBf-f * i t c ± o-rt?@rs ; i: 

g E f£#ttH R F £ffitj£ U# S 35*^7°^- F i> L < J4T 

& *ir£-{if£f«£ lasrr % i t fc i o a w^rif- f £ 

i;LT{4. J^T<7)CD-©tcfBilStl.Jt^ffi*^ 

(DM. Bodanszky t>±t/ M. A. Ondetti, ^7f F i/> 
•tzi/X (Peptide Synthesis), Interscience Publisher 
s, New York (196630 

©Schroederfc it/Luebke. -f ^Tf- F (The Peptide), 
Academic Press, New York (1965*) 

(1975*) 

MO-ft^IV 205. (1977*) 

^Tf- f zmw%-ffit& a b ftX'% s . ±ib^is-ci#^ 

TCTP p21, TCTP p2 34tli 
TCTP P 2 6^tJ6fctl>IgEft«HRFj 
n-M-iJtfyjr^^'f-KfcLTIi. JJBLfcl gE 
fSff tt HRFfc3-Kti ffiaie^'J (DNAitliRN 

5t>eOTS>-5-Cfc RsK!/* Ki: LTJ4. 

I gEft#ttHRF^3-F"^SDNA s mRNAfcO 
RNAT'$>9, r*MTftoTfc, — *«T*oTt>± 
V*. n*MtO«^{4. Z*IDNA, -^URNAifc 



y-RrXXgf #3-F#!) T'*->TiJ; 

[0040] I gEWcftfeURFZa-Vt&tfVZ? 
P^F^fflV^T. fflxtf, ^ttWH,»E^fiJ rffP 
CRfc*0>j6fflj 1 5 (7), 1 9 97lB«<?5*ffi4fc 
tt-e*lfc^Ptfc^Fj£{Cj:'5, IgEffiffttHRFcOmR 
NASr^i-TSifcj&^-Ct-S.. IgEft#ttHRF&3 
-FtfiDNAfcUli, m3*L!t I gE#c#ttHRF 
£ n- F-r§iS*lE^J^-§-*-rS kOTMtifV^&S 
tWlo-Ciit^ y-7ADNA, 7-7ADN 

A5-f/?"J-, fllE LfcMDB ■ ffi«i*0 cDNA, 
mZLtiMM ■ ffifiEij*^ c D N A y A y=> 0 - , -&f£ 
DNAW^fnttiM. 

[0041] yj-fvy-izmm-th^v-iz.. 

fW7r-y, 3XSF\ 7r-y'SK 

i OtotalRNAi^<±mRNAH4i-^iffl^L.3tttOSr 
fflV^TKSReverse Iranscriptase Polymerase Chain R 
eaction (£TF S RT-P C Rfet ^fath ) te^-oXM 

[0042] a^tCi4, TCTP P 2 1 
SDNAt LT(4, MxffffiM*^" : 4TSfcSft** 

x-tsjgsiE?ij***L, tctp p 21 tmmmtz 

RWOfiHt&^S^rf - F Sr r? - Ft"S D N A^r i;T 
jMUrWfL^fc^TfciV^ 4-C"a^§ttl> 
«SMtA>fxh'J > i Jx>h%m¥TX'J^7Vy 
4 XX~% ht&WSlMb LXit. MU$. ■ 4X 

J; i 9*TiL<i±^9 0%J^±. §^.«TtL< 

[0043 ] TCTP p 2 3Srrj— F'-t-SDNAfc t 
TJ4. m(flJ^I##: 5TSa?S*L4«SK5!f:^-f 

?'j*^r*t. tctp P 2 3bm.vmzwA^^ 

1tt h^-T + F * rj - F"T S D N A^r E*T£> tt«f Mtt^) 

t t J: ^ . s^>i## : sxmh^ixh i&mtm b J \ 

*ie?iji:LTi4. mar, mm^-. 5xm±>zti&m 
mm b&7o %a_t. tit LKimso %a_t. «t o 

±<7>mm<&t: : &~t%>M.mffi\%:b'j}m^^ti%><, 

[0044] TCTP P 2 6£3— F-f SDNAi: t 
Ti4. MitfiWI*^: 6T«*)S*L&fflliWii:^ 

x f u y F^frTtvw 7 - y -fA x-thi&mw. 

m^L. TCTP p 2 6 fc!6KWfcBW«)ffitt* 
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A x V V yzSx. y h4*#T?M 7" 'J r-i" s& 
*ffi?iJ£LT{4. Witf. K»*t: 6T*fr§ft£ig 
*E?iJi:*iJ7 0%JiLh. ffiL<(i^8 0%Jlh, =t 0 
tl£L<im9 0%J2Uu § fedif 4 L < J4S&9 5 
±^ffll^tt£#t£^*ffi?iJ&fc>7BV^ftS. >W 7 

ts^ra. ma?-' ^n— — (Moie 

cular Cloning) 2nd (J. Sambrook etal., Cold Sprin 
g Harbor Lab. Press, 1989) fcfEfftfXfr&Sr b*lZ$t*o 

ft^if:*^**. £D#?4L<{4. A^b'jy^ 
[0 04 5] A^hyyyxyK/Mill W*. 

if. r- 'J ^AilJg^*t 19-40mM, if 4 t < X&h 
19-2 0mMT, Wtm 5 0 — 7 0 °C , #?4L<{4 
»60-6 5X;<9*fr*ijH\ h U 

11? 1 9 m MTfiBEaWft 6 5 °C <7D%£#fi J,ffiLV\ «t 

OftflstfJKML (i) iT*>b§n^Tsyit 
BJJiJJMtSTCTP p2 1lr3-Ktl,DNAh 

DNA&fc'^fflV^tU (ii) I^lJ#-^: 2TH±>£ft 
6T5y|BE5«l**^rt-*TCTP p2 3Srn-F-t 
SDNAJ; LT(4. ffi50#^ : 5Tm>3ft.StMiI#' 
£#W^&DNA&£'#fflu£>tu (iii) K8I## : 3 
T"«i?£ft-&T$yKK?'J£#*-r-§>TCTP P 26 
LT(4. ffi?iJ#^-: 6T"*;b$ft. 

[0046] I gEfic#ttHRF<50gB^"<T^-HSrr?- 

sufl^rf - a- p-r 4«aaM&-fr*^4 t>«t* 

A. tVADNA5>f/5y-, ffifELfciMJfi ■ *IHe±J 
*«cDNA, IlSL«-lli*^)cDNA5^ 

[0047] Mfkmzte^ T C T P P 2 1 Ogftfl^T 0 
fHJ3-WDNAt LTJ4. W*tf, ffi?iJ#^-: 
4 T-S-b $ ft £ ilSffi^iJ £■ SDNA oatfMSSE 
MSttSDNA, 4fc{±ffi?lJ#*f : 4T-^§ixi»^ 

SBB?iJ tA^b'jyy'xyh ^r^ftTtv \ 4 7' >J 7 A 

x-t&mmim*^L. tctp P 2 1 t^twc 
Hw^aat**^-*^^ k* 3- K-r* d n A£oas# 

iSSffi^lJ * & D N A Kt t' &M v ft £ . 
[0048] TCTP p2 3^iP<7f 

s **iwi**r$-«. d n A<7)3wmsMHi-r & d 

XhV y'Jx. y h^ft-TX'^A 70 7 A X-thVEBSL 
*U£-£*U TCTP p2 3fcHWWfcH»ZtfStt£' 



•tf-fi D NAi^ffl^ t>tlh . 
[0049 ] TCTP p 2 6C0gP^T^h'S:3— H 

^>*a»a?ij^**-r-s» d n AcoaKMHHBaifcir*-* d 

NA, 4*:i4E£[J#^ : 6-cafc3*l*«£EHi:'vr 
TUfc-frWU TCTP P 2 6i;*«e^(C|B|«t0vStt$- 

[0050] mnm^r ■. a „ : 5 

# : 6 T"^^> S ft. 3 tS*lE?'J t/W7''J r-f XT # 4 D 
[00 5 1 ] I gE&#ttHRF^ffl£E&*-rS!MC 

14, I s E fe#'KH r F <r>A yx y ^^WfflflWPfflSlff 
***cWfctt, I gE^ttHRFcofffflS- 

mmi-zmmt lxh. i gE«ci?ttHRF^s§#;T 

EficffffiH R F OffiHfllWtML I g Efefftt H RF& 
4MJWSWIt. I gEte¥ttHRFc^»^{EJt-rS!fli 
S^r t" <0 I g E H R F tof^ffl 4 fclJfBI* IS* 

(jwh) -rs^s^fflv^fts. 

[00 52 ] I gEfl!c#14HRFC0g®*ry^3'-X 
hfc{4. I gEftffttHRF«f«ftfctt^U, Ig 
E«HRFt I gEMHRFf!gft^J 

2r v h \ ^m^«^5 s v ->{±^f*sffi $ ft h mwm<nn 

[00 53 ] I gEtfc#ttHRFte*f$-4fpitti: LT 
fcli* y ^ n-^/l-gLfrcoMftfS) -jtt)J:<, igE 

[0 0 54 ] [t/^n-t/^ft^D 

( a ) ^J7x3-i-)vm>mmm7>im 

I gEMHRFll nfat&ft^MLT^^j; OK 

^ ay s> h * S# L T 4> J; V ^. 43ffig 2 - 6 Stt(= 
lUI-f-^s ft2 — 1 OEFSaElt^r^ftS. fflV^ftSW 

vb. v^x, 77h, b 4 y^. ^WWfbtL&tfi* 

[00 5 5 ] ty^o— t-/ktit#:ftfeWSac0^tl^L 
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mmwmm^ixfzmmmiR 2- 5 am 

tnJli**WtJi#:W«SiSf4. Miff. flHRfbl sE 
flcffttHRFfcffijli»i:£RJ55-*t«fe, Kttfctt^ 
Lfc»1(Hil0>8Ht iiiCJ: *)'ff%:5z\b ifiT 

X^-f^MC^f-T- (Nature). 2 5 61, 4 
951(1 97 5*) ] Kfl!v^5ilrt-4ii:3&»rS4. 
M^rffi MM b LT<4. Wi If . ?K U xf - u y 7 y r? 
(peg) ^yy-i^-ovx^t^mf^tihtK if 

[00 56] #tlMWt LTtt. ffllitr, NS-1, 
P3U1. SP2/0&£"#W£>*i&* t , P3U1^ 

m) mbmmmmmbcoiftt^itmiti ■. 1-2 

0 : lU&X'hK), PEG (fiL<(i, PEGl 0 0 
0 — PEG6 0 0 0) 4*1 0— 8 0 %gJ£^i§JgTl3sjD 
£*U *^2 0—4 0*C. iff* L<te%03 0 — 3 7°CT1$ 

i-i oiHa-r y^^-b-ti^ttzx 'ommxKm 

[00 57] ty ?n— ^/kfit#;jg42;W 7 K-^O 
if. I gE«c#ttHRFfitH*a»*4V^4fflflci:i:i 

[00 58] *y ?n-ivHR#tf>»Mli, gfr&*tl& 
#\ a^iiHAT (b^tfy^V. 7S/7f'Jy 

-v^wc^ £ & w^r 6tr b'cox o zmmzm^x t> 

#Uff, 1-20%, #iL<lilO-2 0%« 
4*ifcIfciff*£trRPMI 164 0M, 1-10% 
<^Jt6ifiifliif **t;G i TiSfffi (M&yglti (HO ) 
*&fcfvf 7" 'J F-vtg*ffl*Sjfitft*§«£ ( SFM- 1 0 
1. B*WIS <*) ) =Sr4ftfflV^4£fc3&^&«. mt 
ffiKii. iffif2 0— 4 0°C. f4L<(i|!)3 7*Ctfe 
S . #£li$|g|ti:, SIS 5 B~33Ha, #4 L < (± 1 BIS 
~2aiH"C*4. «BKi. a^5%MK^XTT'tf ; 5rd 



[0059] (b) ^;?u-i-jvtm<mM 

nvnw^mnmb ^itM/n/y ><r>wmm& 
cm. nam. rn-a-iumm. mn&mmm. mm, 
mmm. 4*>i&m («, deae) ctspMM* 

mm } izm -> xm^ ? i t **t-# 5 . 

[0060 ] C^y ^n— ^;ktn;#:co#l?] I g Efic* 
ttH R F t*ff4df y ^ n— f ;H(EtWi, ^^@ft^*0 
h 5 V * fit* tiJSSfcLfc^tKJItS;!: * s 
•C§S„ Miff, gEWftHRFRIt^+'J 
T-S&Mb^MSfaZK 0. ±IE^y^o-^ 

wn^^ 1 § Efic#ttH r f izm-&wtema*mi 

LX , S«c<04«HII«* ff=Sr 5 i «t t i 0«Jt^* S . 

[00613 mmmm^^M-tttimzm^^fth^M 
mmb^^oT-membcom^mzmL. ^yr- 

«, # -v u T-izmmmtx$!M tf^y^y^zM tx 

fflbimm&<X*%tii$. b*<DM%l><7)t: b* <7)M%:tm 

x'mm^^txhXi^K witr. ^yjfii?fT;L'7"5y. 

^yt-fo/n/yy, ^— ;p ■ ijy-^-yh ■ ^ 
JIUttA/f > l t*tL, #^0.1—2 
0 , if 4 L < 1 - 5 of 771- § h -ffi&m 

[0 0 6 2 3 ttz. ^yr-yb^^VT—CDtfTVyy 

>v, **-)vm, ^^-b°y^a^*-r^vgttxx 

[0063 ] «^j«!ftrti, iUUBffljtcStLT, K** 

^7n-f yl7y"A^>lWx^7P-f yl7y'i 
AyhSa#tTfciV\ 3lS^2-6jitt(C 

1 ni-ro , th» 3 - 1 0 mm.mf^ ozt s . 

[ 0 0 6 4 ] *ry ? n— ?-/H(tfMi. ±IEO*ft-C'^a 

sk-t £ ; t s&*ts a . sunt y ^ o — ^/i^st* 

WofflSJi . ±EOJlilJt4i<7)fitfrflIitf0i!JSt R«fc LT 

[006 5 ] I gE«fl?ttHRFi05BBWW»Wi:tt, 
ffllELfc I gEfic#ttHRF^i|^W$lJ^-S^«T* 
^X(iWPS5E§tl^V^>\ Witf. IgE#i#ttHRF 

ae^ojeaiawMt . ise f*#ttH r f mm? 
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Pt- KW^lW. IgEft#ttHRF mRNAcO 

mmwrnm. i § e im& hrf m r n a commm 

WmW . i g e«[4h r f oaafflWMKr if * 

Ktl. D N AtMtl. 7 yf -b VXD N A»4 L < ffl 

[0066] I gE{S#ttHRF*3-Hf5DNAt 

JttS7>-fl:yXDNAtUll IgE«H 
RFSrr?— 4 D N A tfflffiWi li^KWfctfBSW 

yXDNA-CftottiV^ 

[0 0 6 7] I gEtfffcteHRFSrn— b'fSDNAC 

rncw tfaw^sii^j t « , «i «■ , i g e \m e 

HRF*3-K^4DNAfcfflWWrfMfflai 

#lfi£ffi#| t»7 0 j?4 L < (i*<78 0 

±9ff*l,<W*;9 0?6JaJ:. iy?4L<li;e9 5% 

I gE4fi#ttHRF*3— K^&DNAOfflflMH£> 
^JSSffi^J 3 *> , I g E WI4 H R F CO N 3«gWi * n 
- T* -t h WfiWNSaBm ( W i If . BB*& K > fti£<Z>» 

0%J2Lh, J:0»^L<(i«;9 0%Jil±. S£>*?4L< 

[0 0 68] I gE&^HRFZ-ftm-t&miit LX 
ti. fiditf, I g EftffftH R F*|?lI^t*^SV»i?, 

if. i gEmwtHRF mmmcwsw&m 

[0069] I g EfSffffi H R F CDftm£&t&Vl'& 

if. I gEftSttHRFi^ffi (M, 4 >xo>frn-m. 

LTif. I gEffi#ttHRF«f§#;7^Xl ( I g 
Efle#ttHRFSflsi>-£-**L.&) 4fc(i^*3-H^ 
§DNA, I gEfiE#ttHRF<0ftEM*t|Hi4feliiBtt 
-f£«J. I g E f&Stt HRF CO^MiSiM^'m. . I gE 

fsff tt hrf <7^m * fsm-r & ^® & t" ^ 6 ft & . 

[0070] I g Ete#'[4 H R F C0g^#:T3"-X h i; 

% 4 v vm*MJtoZft&mmwst<mti°c$> -?xi>x 

U. AfWtyCii. lutet/^TCTP p21. TCTP 
P23. TCTP p 2 S^if^fflV^fLS. TCTP 
P21, TCTP p23, TCTP p2 6&£V) I g 
Eflc#ttHRFS:3-Kt5DNAtLTil IffifcH 



[0071] i gE&tff&HRF coftmzmmifzim 

mt&W'Rb LTff. igEWfiHRF^yxyy 

nM^fflv^iiS. HftWtfi, igEWttHR 
Ft I gE«^HRFS®fti:iO*S^*ffiJfW-S«l 
I, igE fS#ttH R F * jgttfl;-*-***, IgEf# 

ttH r f cD^^mffi-t&mn* twif^as . 

[0072 ] I gEfeffttHRFc7)^3Eiffiii!|%«t{i, 

humble i gE«ffttHRFo5es*flaws«rtrf* 

fUPBtCRffiSfc-Sr^* 1 , MiLte\ I gEtMHRF 

mm^commm^m. i gEWttHRFiefw 

Ot-^-fgttfflf, IgEtfc#14HRF mRNA 
<0HiH£jt . IgE #c#tt HRF mRNA^SIR 

immw , igE is* tt hrf (otmrnmis* z&m 

Ltd IgE hrf 4MS»3&9|E*$!j 

[0073] _ht2LJtI gEiffttHRF, IgEft# 
ttHRFCOf^fflSrffiSf I gEf&l¥14HRFC0 

fci/cii, «tif, (mtr. «gg. v>m. * 

[0 0 74 ] I g EftffftH R F (ilffc^-f 'J 

US. Lt^t, I gEft#ttHRF«fUfiSf 

jtmt LT*fflT-ft4„ 
[0 07 5 3 IftWCIl I «Efl5#ttHRF«DftEffl* 

m. mmmwm. mmmmmm. mm&rm. wmm 
&nm&* rmm. im&ffitzffrm ■ ummt 

[0076 ] mz, I gE{fcffttHRFi^(i^S 

i&mmt LT*fflT-ft h . m%.mizi±. a yx u ym& 
mum) mmm, a >*vy#mm urn) mmn 

[0077 1 -J, I gE{SSttHRF*fclif «fl 
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WcOgKi:L-r(±, H*tf, ^10-100%, #f4L 
<ti^3 0%— 1 0 0%-C'S.l.o 

[0 0 78] SflsWtti. I gEffiffttHRFifcli* 
2S«m«, ffiiM^ flfJtJEE, MSffttM*^ wis 

%.mmm. mmmm. -oxyyrviv*?-. jyxv 
[0079] iMmmmmm, m\Mm (Mt&. 

ty>-\ ^/K tbf) izMLX. $c£t,zmm-fZ> 

zttfT^h, ±MSEmBj8M&. mmmmcommmx 

Eft#ttHRF«fi^Iif^lI4«i:I gEfe# 

£ v ^iSPurwfcitsstL* fi# t ate- lt , Mx. tr, 

mm. mm. m\. mmmmcommmmtLx. &a 
mtfzimmnm m. mm. mm. masts*) tag 

[0 0 80] I gEte#ttHRFS:3— Ht§DNAi 

V ^X~f >y F •> W JlXK? 9 —t£ fcOM^^ 9 - 
4 4 T\ * 4 v ttiJSKffljffctf) fcftOWBWB* if<0^3» 

[0081] I g E^#ttHRFiD#fflSrffiS-r§ft« 
4 fcli I g EfS#ttH R F fc L < teZCDimZ^-t&m 

meMnmm^os^mz. mm^^mo. o 1 & 

[0082] I g Eiffi&HRF &ftm£1B&t&W£ 
tfzltl gE#c#14HRF& L<tt-€-«^ffl**^4ift 

105r^Lfi9 9. 9afi%"C*4. 
[0083] ^HJCO I g E ftffcftH R F fflS 
-T4^H4^{i; I g EtffffttH RFtt< {±*<9ftffl£ 

mmm. mm\. it^mmm. f&m&N&zomri 
< ar. mmmm t n&ia-r ■& zbtfihh) t 



L. nmztk^LXhX^L. tm&ta^x&^Lx 

wcr>MmMmzmi<^ti& i gE«ttHRF«fffl 

*lfl»t4««43tttl gE«6#ttHRFi>L<tt*tf> 

tc*f l , wfflsapjs- o . 01-100 a*»fflv ^itr i 

[0084] ffi^HSffii^Jk LTSi. >f yx y 

>-SM;±)»M, 4-xlJft\ StfirrasWfc-&jS 
tfe t h 4 yx y y«f ij Mvxy y» ;7o^s> 

# (M. iNs-if) . a ^xyyjfiSttflfin 

y ^y>S^{±^-«-?U--f >W&. JTT-501, M 
CC - 5 5 5. YM-440, GI-262570. K 
RP-29 7, FK-614, CS-011f) , a- 

s^y b~jv. is^'jf-hf) . f 
. x)v-^--)v^vrm (m. b>i>y'?$ b\ 

>7y$b\ t n J?7i/Y. ^D^rnA-s b\ h^-tf 

•j-K -fe-f^-y-F\ s^-^'y — FS/cii-eco^^^ 

^^Jg*^. GLP-l, ^-r^y— FIP) . 
f - ittwm?— I VffiWPJ ( NVP-DPP- 
278, PT-100. P3 2/98f ) , /3 37*3' — 
XI (^ij. CL-316243, SR-58611- 
A. UL-TG-307. AJ-9677, AZ401 
40i) , T$V>T=f—Xb (M. 77A'J>f K 

m . *XTb^ui/>*xy T?~*mm\ m. 

7 -HfBMFJffl , 7)\sa-x-6-*xyT? —mm 

ffl. 7)Vt)3y%mMm . SGLT (sodium-glucose 
cotransporter) fflWfO («, T-1 095f)f*>" 

[0085] mmm^m&^mmt ltiz. tjvv- 
xmjtwmmmm (m. V)wx?vv. ^jvpisx? 

^•yh (SNK-860) , 5t;H/X^7h (ARI 
-509) . CT- 1 1 2W) . W^*H^ (^J. N 
GF S NT-3f) , AGEPIWSIJ {M. ALT- 9 4 
5, \Z~?y ; J>. b"7h^tfV, N-7ify;l/f7 
yij7^7nS F (ALT- 7 6 6 ) . EXO- 2 2 6 
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m , mmmM^m (Ms ^^vrnrn) , 
mm (Ms wj m) mtfm?t>tih, 
[0086] tmmismit txa, 3i/xfo-/i/M 
wm\-z-fo&x?^ym^m (M, /^u^fy, 

y-yAx^y. n^'x^y, 7 
)l<^X?j~y. -tV^X3>i->£tzliZtit>coi& (Ms 
■i- F u *r J±i&m ) m ) s x 7 r f v-ajSIWIfiifai* & 
V *ti F U 7* U -fe y KffiTff ffl J#tS7 0 7-hM 
^■iJ (Ms <1r'7^77— ?n7-f7"5-b, y-A 
7 4 77- K 77- l-#) ^W^ix 

So 

[0087] REBNfc lt(±. ry^fy^ysii 
seiaiFffi (Ms #rhTU/K xt57U/k f?ry 
/i^O , TyiSXr-yisyutMfflil (Ms n^/i^y, 

^yft/^y. yu^-te^/MiO , ^Fy-^AfgSES'J 
(Ms V— yfy, -7iy'UX TAnyty, x* 

[0088] 6rJE»Ji: LT(4, ft£ff ttgf£££I!&£ 
(Ms f^7iy7;k7i>, 7xy7/y7$y. 7 
lyf/K/-, yT'N^Sy, 7y7i77ty, r^f 
ty7x?sy> vyyb- ;F, 7x-;i^7wv-;i' 

(Ms t/l/'J7^7hf) , y3 3T3'-Xh (Ms CL 
-316243. SR-5861 1-A, UL-TG- 
307, AJ-9677. AZ40140f) , ^7°f- 
Ftt&MTOISI. (Ms ^7fy, C NT F 

mm=?)m , ni/^h^yr^b (m, u 

yf-hUTK FPL-15849f)fWf^.^ 

5. 

[0089] fiJSfflt l/CMU M*lf 

(Ms t'Jf/Hthy^Af^/nSy, tfy^ffi 

#;^9Af*^ns>f) , f-r^Fawren (Ms x 

f 7y Fs y?n^yf7y>", NiJ?n;Wf7y 
F\ bKo^nnfTyK, tKo7)Mf7yh\ < 
yyMPD?nnf7y>\ ^y7;l/f y"h\ *."Uf 
7y'K, Wnf7y7f) , Ktr^P^^nyRW 
(Ms xh"ny?^fy, hij7Afi^yf) . Ill 
*Si»fflW?W (M, 7t^y"7SHf) , 7a/Ky-t* 
y7My7S FjfiKM (Ms ^nWJ Fy, *?>v 
yF\ -fy^SF^) , 7V"tSF. -f77/H:F\ 
x77'JyK. tri-7-Fs 77<7xN\ 7D-bSFf 

[0090] ^SeffiMfc LTtt. «itfr/l^P/Hfc3W 
(Ms tOn7tX7rSF, -f 7tX7r 5 F 
*> , ftMftfiDW (Ms /VhWt-h. 5-7/y* 
n^^USO , SSttKtlf (Ms ^F?^y 

y> 7F'j77>fyyf) , wtemmm (Ms try 

?'j7fy t>-r»s 7#V-/HI0 s y77°7f- 

y. *;^77fy, xF^y-F&fc'^W^ft-S,, 



h 6 Hi * * 7;F 7 a y^r t'Af 4 L V > . 
[009 1 ] ^SiffiffitiJst: LTiis Witt«*»4fc(i 
«Mj£tj- (Ms A^S/^^^FI^frs b°jyAx- 
, mmmmcnfoh^mm (Ms l^y^r-y, 

£>ti&-tM F;*My (Ms 4 y?—7 x.ny^ -fy7— 
o^y(IL)f) . =mr:-JWaffiffP (Ms 
3n--|JW, njxn^ifyf) &}£&Wfti> 
fLs **»"C«> I L-l s IL-2s I L- 1 ItcWffi 

-HffiWB (Ms Wtyt-' 'J 

if— ^ (Cancer Reseach) , W>A 9^?. 59 3 5-59 

391. l 9 8 9^] . 7n^fnyisift (Ms 7 
T-'xfn- ^r-fex— F ) C y>~ ;h>y ■ ^-7" ■ ij- 

j])V ■ 7i~yziX3z/ — (Journal of Clinical Oncolog 
y) s %1 2^s 2 1 3-2 2 51, 1 994^) , S 
»fn^f F (Ms f^f^t/yf) . ^F7U77 
5 FaUBBs fF7t Fn#y-fhV-/Hi«J (=AdK 
ttV^feJjekRK) s BtlSftiiiSWJ (Ms x-^rj 
t^y?xylf) [7'Jf -fyj. ■ i/ J r—&)V ■ ?t7 
■ ^\y^— (British Journal of Cancer) s 168 
3 14—3 1 81, 1 9 9 3^] . J&Mt^l'^y, 

iGF-i. fo&w&mMn&mm't&mTX'fo&TN 

F-a, LIF. IL-6s ^ynx^f yMCMtl. 

[0093 ] $ t (Cs H^PlWf'KMs ALT-711^) . » 
SB*ffia^(Ms Y-128, VX853. prosaptide^) . St 9 
o36(M, fy77Sy, 751 iJ7f ijy, 4 577 

sy), KT^3& i ^al («. ^^f , m^mm 
m (Ms ^dryb-^y) s T^ivmygMfovisy 

F(Ms ABT-594), xy F-fe U yg^#:fginB (Ms ABT 

-627) , ^yT$yn r >&&m.mm(m. F77W. 

MIIKI. ^&;Ffc^)s GABAS^frfrajSti (Ms 
df>ysxy^y) , «2g^ft;ft5Kj^ (Ms ?vi-=J 
y) s ^FJf^I^ (Ms ^T+r-fyy) s Tn-r-fy^f 
-f— OTWS'KMs LY-333531). fiE^S^ (Ms <y/ 
f-T-fe'ty) , *7*yX7f7-felWl (Ms y/P 

ft7 , F-A-?yf§ft#li (Ms r^;y 
7 * y) sirif«>*«IH«Wi:fifffl'1-4if:3&» , PSS. 
[0094 ] *%«WNfc1ffittti£Bni: tflfffl-T* £ 

[0095] ±immm®.mcommzm\<^tix t 

s v ^{±isfaffl*ft«^(f 4>tis M^.if 
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ffl&BwzH\thmm. nam. m&mmvmm 
m. b&wimv&mtzMfhmm* mmmmm. mm 

mz'jmiz&t. mm^mmm. wmitm. 
so, KVfflL w&m. smm^mumm's:. mmm 

So Ml^Mi: LTt4„ M^(flg B H B -fe7H3-x. an*. D 
-v;yxb— /K f^xhyy, hKn^y7nt';l/-fe 
;Pn-x. t H-ndr^rntV^^-feykn-x. *°y 
bx/pbcry t^y, fyyy^ i/aW. b*5^>\ yf- 
;Hr;l-o-x , #/W#'Jf jy.* ^jU-teJUu—X-jr- h 'J ^ A 

^awtfts. fl8«Mi:tTi±. ^Rff^yry, # 

/L-tf'^ ;yyi -f-/y-b/|yp-X % f})Vif-^:=y^^)V^VXi~ 
xfiiVi/Tjd*^ iuV-ft^-s^JVXV—^YV 
L-b Ka^f^Tnb°;P-b;Pn-X^W^ti.l>o M 
fit Lttl M^<i'a*fffl7j<. TAX7-;K Tnh'Uy 

*v-y\mtmfhixz>» mmmrnt lt(4, ma 

-vy-| — /K S^SIS^y^K xyy-/K by 
XTSy^^y, rJl^x^Q— ;K b y x^y— /FTS 
>\ BtM-r h >J VJ*. ?xyiH" h y +7J>mtfmft>1x 

>Mr>xt>2^ tyxfT'jyl/'J-truy, ^co#ffi 

/L-b/Pn— y.. b Kn^f y^f;H:;l/n- X^ tFo^f 
i/x^-/Mr/yo— x s b Kn^y°nb7yb/yn— yj£ 

fcUTtt. witru^iws. mm. mm. 
tm<7>mmmmmfbtL&, mm^mtLxn. ma 

J4. «ilf^ , «53i-4f5^A#KxX'f;WB. 7nn7'f 
y— /K ^>-iy;PT;P3— y x ^iVT)Vzi— /K 

LT54, $J;ciiMIgS. TX3^b>it, a-hrjy 

[0096] *»BJ^E^ffl^«^S«4. ft*** 

ismizm^zms. mm (t^moe oicg)t*fu 1 



hWm.) t LT%)0. 0 12r^L»l 0 One/kgffcfi. 
ff4t<(i»0. 0 l=SrV^L»3 0«g/kg*W, Mteff 
L < ii#*> l 3r v> Ltfr 2 o mg/kg^as- l B l £v * LIS: 

[0097 ] I g Efife#14H R F (40T^i : 5r- / f 'J >'3i - 

fcii) *<!0g§ft. I gEflc#ttHRFt3-Pt4D 
NAfcbV' (*3t(4) -?-<^S^fr^3— h'tSDNAii 

[ o o 9 8 ] 4 yx y y^einmnj: t-cii. i g e 

WttHRFt I g E ftffttH R Ff W^ttS: 
if) s I S EttffitH RF 4ftl4 I g EftffttH R F3 
(Dig EffiffttH RFtlg E«#:ttH R FSS* 

-x b t* ) <7)x^ y -^y/M 

I gEfe#'|4HRFi: I gEffifiFttHRFS8*i:«i 
^ttSr^-ft$-arS^%fc{4. (-f) igEfMHR 

FS^^^-LTiHfiawstt r^b-^sg 

cAMP^C *E3SartcGMP^jS. -< /i/h—lV) y 

m&±, mmgmmm. mm^m&mco y ^iwk, c 
i&mt&fflifcz) ^i-hitsm (^hvph, is 

E flic#ttH R F ^m-WT 3'xx h ) , ( n ) iiM 
JStt**U*vv(t^Bi (v^»9>4. I gEftMHRF 
ggfrry^i-Xb), (A) IgEWttHRFfc 
I gEteffttHRF^frtcO^^SriM^-rS^ 

4fc(4 (x) I gEftffttHRFt I gE«tH 
R Fggft t OIS-^S ^ «i^S-«:«-ft-6«* ffj&^-ifi 

[0099] ~t%ht>. *mil±. CI] (i) IgE 
fi*ttHRFfcf«SSftJ:S8»S-Wl«^l:, (i 
i) I gEfS^ttHRFt^^S^#:i3j:^M«^U 

I gEffiffttHRFt I gEfic#1tHRFfSfti:(?)fe 

^zmt^hit^mfzi^nmcox? v--yy 
(4, ( i ) t (ii) m^za^h. mm. i gE{s 

ffttHRFg§ftt*ftl. I gEfSffttHRFc^S^r 

[0 100] i"9MfrWt:i±, *^t±s C2D (i) 
iBBtfel gE»fiHRF?rI gEffiffttHRFff 
#W=««S ttWrSt . ( i i ) MM Ltz I g Ete¥ttH 
RFiSit^gt^-fb^^ I gEfS#ttHRFS^#;(C« 

j»Sia*»^-tcfctt4 , mmLtz i gE^#i4HRF^ 
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^-cofgcox^ o-~>7'jjm, c 3 ] ( i ) «stut i 

g EfSffttH R F Sr I g Etfcff'ffi H R F 
MlCiSi^tt^L (ii ) MiLfc I gEW 
ttHRFfciWKiMk^ft* I gEt«HRFf§ft 

*-*^SiBBBlfc:«l*S*fc«^t:tJ(tS. SiiLfc I 
g Efic#ttH R F <©K«IBfc:*«-4«r^JI&M£ L , Jt 
IStUtffltn I gEftc^ttHRFt I gEl 

zcoi&cox? v-~>mm. c 4 ] < i > mmvti i 

g EffifttHRF §r I gEffi#ttHRF58#***t 
6«Bt0iBI*fc:Sa*S'li**&i: , ( ii ) MitLfc I 
gEfiS#ttHRF^it/'IS«-ft^Sr I gEWfiHR 

(t * , KM t I g E 14 H R F tfOK W^Mf S IS 
£**W£U HflWSifciMSRfc-r* I gEWtt 
HRFt I gE&^HRFgg#fc<?De-£te££Hfc;S 

[5] (i) I gEflc#ttHRF3fa:*SffittfW«fl: 
■Sty]* I gEfe#ttHRFg^#;*^*-rs«tftM 
(ii) I gEtSc#ttHRF58&#S8§tt 
fttl»ft^teJ:Vlift-&lJ I gEfSffttHRFS 

aws-fr^rriWJBtSEUS^^ciJJt*, i gE 
h-;Hjyisitt, *B!&i*iga«^i> 

t&ffMi:^-!. I gEtfcffttHRFt I gEWfiHR 

[oion i&tffin*9 u~^y^jfmcomm^m 
i gEWttHRFtuii 

it I g Efe^ttH RF^-^gfrfr-^Tf- H HfliCD t (?) 
iWfl^&fli. I gE^frttHRF^ftS-vStt^-l. 
fll^ftfcl/CW:, W^tf. TCTP P 2 1, TCTP 
P23, TCTP P2 6^t>l^^|,, IgEft 
«HRFS§fttUtl IgEMHRFgm 
£#fi"-f & i C9T£>*tff t COT $> -5 T 4> 1 1 

I gEfSffttHRF^^W^^fflBS (M. II«/8ffl 
JK. M lN6»t') . WfL»^Bfl (ffiL Bit) 
^MHIlt^ WWmTfo & . 

[0102] L*>U fftb NA3|W>«BH4A*!6*S«) 

g EfeffttH RFi Ttf^COSS*^ ifjWt LT v > 

So 

[0103] I gES«HRF»^SSt^: 



(4, I gEfi£#'ffiHRFSS#:<7)DNASrPffL*fflia-^S 

C*Jfi§IH.iOt«i^„ Mitt. jMrPSW^jS 
-H-fSDNAKrt-*ia±«|ft«fflafca»AL, 

± f: -r s j** a ^ jvx ^zmt & m^ftfoffiv a >vx 

(nuclear polyhedrosis virus; NPV) COffV^F'J 
>7P€-^-, SV4 0i*«7"a : E-j?-, l^ho 

'fiWrnt-?-, S R a Ttr^t — & iLC0~Txm!tZ 

[0104] MSLfcS£fls«^fc*tf3<ttli**litt 
4HWa^TfT*3£fca*"CS4. CTiJf. iSM CNamb 
i, P. A,, if ■ >^>— - ■ >M^n : J%)V ■ *r 
S-XhD- (J. Biol. Chem. ) , 267^, 19555—19559 
H, 1992^] IZgfficOjjmizM-iTmi:? ZktfTZ 

[0105] Ufcj&^T, ^WftcOX? V-~>7Um 
fcriJWt, I gEISffttHRFf^J-^ffl, t<7)fc 
tT«, fftlMtt«:ffi^T»Sl!tI gEfic 
#ttHRFSifttl)-5TfeJ:V^, IgEMttHR 

[01063 ^mncox? v-—>?'-jjmz$3UT, i 

g E^#'|4H R FSSttfc-fr^fciKimfcfflV***^ 
llWHaSr ^Vk^;kT/l'7 ; 'b H , ^;l-v y y^r i: THS-ft 

[0107] I gE»ffiHRF^§#;^-ir^-rs« 
fcLTii. I gEftffttHRFf^ft^ML^fiia 

[0108] WMSmftb LTii. «^«#L^f*, 

■ftCDZ t^t^, jfflflacOBtn^^t LTHU Potter-El 
vehjemM^^^-f ^-TlMK^ffLilH^rffi, V- 'J 
V<y-fW¥— hny (Kineinaticatt^) <7)j;S 

UTfflv^as. w^tr, M«w?s^t£a ( 5 0 0 r 

P m~~ 3 0 0 0 r p m ) fffiBf^ OS, 1 1 0 
*) M'C-L. ±»Sr§^tC«3$ (1 5 0 0 0 rpm-3 
0 0 0 0 r pm) TM^3 0*~2^rlS»DL. #^>n 
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e ffi?ttHR f» t anus***) y >- mm^mm&m 

[0109] I gE«ff'l4HRFg^#:Sr#fi-r^« 
0^-1 084HfT&Stf>**l?*L-<, 1 0^1 0?^ 

[0 110] IgEWttHBFtlgEWttHRF 

313^1 gEft#ttHRFg§*I^tgILtI gE 
ficfftt HRF jfiWlTCft 5 . 
[0111] I gEft#ttHRFfmMi LTiA. 

^a?)i gEMttHRFSfftM*\ 
fciweoaHtfc^rtiStiUMi gEWttHRFS^ 
u*. ::? ( H^attfcii. 

"to 

[0 112] WLfcl gEfl5c#ttHRFt LTti, fl 
MLfc I gEfSff'SHRF. WMLtz I gEfSffttHR 
FTtn^^WMu^l,. Miff C 3 H] s 

c 125 n, c i4 c] , c 35 s: *ifc«as^i s 

EflcffttH R if s6«fflV^ A>*t4 . 
[0 113]ftftW«l IgEffiffttHRFfilgE 

7V--yy%ft%:ot,zi^ 4f igEBfiHRFS 

^/fclLfcAy 7 t-WWWS ; k fc J: 0 I gEft 
#ttHRF3Sflc ;*<y7r- tett. pH4 

— io (as L<iipH6- 8) couym^-yyr~. 

hUX -tMM^y 7T~%b'CD I g E#c#ttH RFt I 
gEfiaSEttHRFSSflcfc^tS^-SliftWUiarVv^y^r 

£-££BWT\ CHAPS. Tween-8 0™ 

l7X|i) „ y^fh-y, b^ifco^ffi 

Orr-^'til. I gEfic#ttHRF^>I gEfe#14H 
RF3«#:O^Jt?£ffl;LSB«T''PMSF. n-f^T^ 

y, e-64 (-^rf-KW^Bft!) , "crx^y&i: 
OTP t-T— tfKWH*«BJlrt-4 ikttiS. 0.0 

i m i — i om i emis-ty-p—Mmz^ — ( 5 0 

0 0c pm-5 OOOOOcpm) COWMLtz I gEffi 
SttHRFS-gsJPt. Hffttl 0" 4 M— 1 O- 10 M<7)!£ 

iMfc^-ajfcSSSS-ifS. ^PW^S (NSB) 

Z>fzSbl,ZjmmCD5mmC0 I gE#c#'|4HRF£iJll;i£ 

sufrfA-y^am-f-s. Rjs{i*«;o°c3&^5o o c. a 



«wtr«s^"cr is l , mm.(D h a ■/ ? r -x-m& t fz 
n 'yxmrnrmzmtf-th mmrn^mw^y^ v 

- : y3y*liyy?-£fzter-# f 7> ?--c$\ffl~t& . 

ists-r s v >• h ( b o ) & t>immm 

msm. (nsb) &m^w»h (b 0 -nsb) % 
1 o 0 % t Ltzm. #$utm&t < b - n s b > m 
itr, 5 o«jaTt*4KiiMK-^!ft*fiasifl»iE*^» 

[0 114] I gEMHRFi I gEfe#ttHRF 

*£#fc<38^£3^3# 'J -~y?-f 

4±3E C 5 ] «*ffi*ISttf ifctotJi, Miff, 1 g 

EficfffiHRF^J^iWiatt, 

90S, «l*]c AMPK. *ffllSrtcGMP£j£, A J 

[0115] M^S^cii. I gEftc#f£HRFS 

l tz mn z ttLftwu&te&i x mm- & , mm 
mms&coimb't&m'st mats, t^^k 
t') co&i&tiK fflm&iztt&imffimizj:-?xmjm 

mmz-o^xit. y*)vxziv y^b'xMMcommm 
±m^m±^xi5^timmizM-ti>mM9m^mbL 
xmm~thzb&v%&<, 

[0116] mmm%&*m}£Lxx7 »--y?t 

n^oUi. gE«c#ttHRFSS#;*%JIL 

/atmaWiMFrabs. 1 gEMttHRFfs*sjsa 

Lt»: LT(±, gEfS^ttHRFSWfr 
[0117] URMb^RiJ: LTlis Wittf, ^Tf-H, 

jD^Xt'&iHrC* -? t t> i v \ 

[0 118] I gEfS#ttHRFi I gE#c#'|4HRF 

?iJ--y/fJr7Mi, IgEWttHRF, IgE 
ISft'ftH R Fggft:, I g EfSffttH RFggft^M 
-rSfflJB. IgE»ttHRFS»^Mt^» 

MB^^r b' i> b'X'fo h . 
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[0119] lf.WRcr>X7 »J --y^'ffl^r >y r-^Mfc t 

l. 

Hanks' Balanced Salt Solution t-. 0. 

0 5%^yl?f7;l/7'Sy SrJDi.7t^ 

© I g E feffttH R F ^g*f!p D p 

1 gEWttHRFSWftS'MtSM I N6«£, 
1 2^T^-M;5X 1 OMI/yVCllftU 3 7°C. 
5%C0 2 , 9 5%a i r-C'2BPa11§#L/itc7)o 

®mmi semhrf 

© I g E#c#<[±H R Ffl^M 

I gEte#'|4HRFS:0. 1 %^>-JflL}f T/t-^'S V 

^^VffiR) **tfPBSTlmMfcft4J:afc»»l„ 

-2 0°cr«#^-So 

[0120] 2 . 1!I5e}£ 

© 1 2 ^ffli8tS*fflTI^- r- iZXtmLtz I g EfSfftt 
H R F g§#c#*M I N 6 MIS Sr. «!IS£JB««?K 1 m 1 
X'2 B*»Lfc«, 4 9 0 /x 1 Wj|Seffl«WK&*^fc 

© i o - 3 — i o - 1 o McDUMik-smmfo* 5 v 1 Jni/t 

ft. KM I g EfS#'ftH R F Sr 5 // 1 Jn*. , SSBfcT 1 
-&%scr>it£> WZ1 0" 3 M(7)I gEWttHRFJ5jLt 1 

©rj£«^i^* u imi com&mmmx' 3 0**-*- 

5 . Ml^UII I g E#c#14H R F Sr 0 . 2 N 
NaOH- l%SDSt1§fBU 4 m 1 i^-yf- 

£ffl^TifcIt?Stt£$!JSL. Percent Maximum Binding 
(PMB) *JJC<?5^T*»4. 

PMB = [ (B-NSB)/(B 0 -NSB) ] X 1 0 
0 

PMB : Percent Maximum Binding 

b : mw^tattzmcom. 

NSB : Non-specific Binding 

B 0 : ikkWam. 

[0121] ip$m^7 v~-y^mtfzi±x^v 

J4. I gEWSHRFt I gEMttHRFfMi 
M) I gE0sfi£fiHRFS«flcT=f-XK (n) I 



g E WttH R Ff SftTV^ b , (A) IgE 
fS^'ftHR F t I gEfe#ttHRFgS#:i:c7)$S^7J^ 
*3fi-T5fl:^H9*^:{4 (-) I gE«HRFt I g 
E ffiff H R F fc 0>»£:fi S •£ * ft^BTC 

[0122] Kfc£*fc LT(4. ^Ti^\ ^ 
JDtfXfr&WC* -5 t t> x v \ 

[0123] I gEffi#ttHRFf»^tS7rf- 
Xr-&4tfl gEWffiHRFt I gEMlHRFf 
S*k<o*S-&**i«S^4fl:^Hrti. IgEfefttHR 

coftmmLx^&cox. mzLM yx y yjftWiMfc 

[0124] I gEfe*ttHRFg^#:(C«t-§ 

ry^'d'-XhfeiVl gEfS#'|4HRFt I gEft# 
ttHRFfMt«IS^I:i^§tl.iE-&W, I g 
EffiffttHRFOTfSfffl^IftS £ t &cr> 

x\ miLtiJyxvyfflPfe (tiOffim) izimt 

mmm%t°i,zttt&%3:Ti&mm:mmt tx 
^mx'ht. 

[0 12 5] (2) IgEfiicSttHRFitlJIgEi 

I gEtfc»HRF^3-WDNAfcj;lA' 
f4) I gEffi#ttHRF38Sfle*=l— mDNA^T 
n-7"tLtffl^S;J:tJ;D, IgEffifttHRFS 

[0126] *5KH(±. WAHf. ( i ) #t 

htff?L»^J^0CDjfli^. ©#£<oil£l. ®K8Sj&»S>#IIL 
L < wmttiii ( ii ) JKWBil*fc:*4*iS 

I gEffi#ttHRF4«JI gEte#14HRFS^#:^ 
mRNAM^fJ5g-ri»iht4S. I gEMttHRF 
±3t« I g EftffttH RFf^^iJM^^I. 

tt&k<n* ? v --yytim*mm-z> . 

[ 0 1 2 7 ] 4 "9m*Wfc{4. ffiM^ft«ffitTfc4 

(ii) J6WIK(»flcfc:*4fL4 I gEMttHRFttli 
I gEfle#ttHRFgg#tf9mRNAfi£«H5eU ibK 
•ri.ifctCiO. IgEftSttHRFS/dilgEffiS 

EftffttH R Fff^mRN A40f|JS{4ft*6UtCi4 
UlT<v£~>tzLXft%o, 

[0128] ( i ) jEnfo&^imig^^itt bDfiL 

Wm VW, ^^f\ h7y. 7" 
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9. vz/. jz, y->u%t\ £<ommtyzimR 
y) tcMLT, mm (mm. imam. ts&m&TM. 

m i n 6 imsa ) »&*ufcji»^fc*4#u 

1 gEffi#ttHRF4!tfiI gEte#ttHRFg^frcO 
NAfcttitJUWitf, TaqManPCR&ifcO^ftSrfflV^ft 

; t fcj; oss^-ft i k ^t-$ , ± o 

y— fv-fu -y h grfrSr a i fctci osw-tft - 1 fctr 

(ii) i gEflasEttHRF^flcifsa-^-ejKmHftft 

tf»L, aSBMSSM*:-***.* I gEWfiHRF 
£ft. 

[0 129] iWftWCIl IgEtfcffttHRFifc 
iil gEtfc*ttHRFg§#:c0^5I»*^t,§*S^I* 

y-->^«4. ( i ) jEftftSvMdSKflt^f;^ 

if i x 4 -SB#p B 1|If ( 3 0 #fjf- 2 4 BflSIfF . # 4 L 

< ii 3 o i 2 mrsm. ± o if 4 1 < t* 1 nsraih- 
6i^iarw) t L<ii-59$Hi« < 3 o^-a-3 » 

4 L < 14 1 B$ISf»~ 2 H«L ± 0#?4 L<{41 WRIJfJb- 

2 4B#p B 1f*) . 4fcJdaiWft&v^*BaW^M^Ai:H 

B#fc*awt£«*jsfc¥u s^a-^iagm ( 3 0 

4Hft~3HflL »4L<i41^f*~2 BflL ±0»4 

MHR F ifctt I g Ef&#tt H R F S^ffcOm R N 
AM£ jg*, IWfr 4 £ b lz X 0 fi^r 3 £ **T& , 

( i i ) m&mm mmzm^mmtz m&m&m 

fJL #4L<i41 Bf£~3Bf£. ±0i?4L<f42Bf£ 

~3H«> , mmmmmz^ttih 1 gEwifHR 
a <r t -*wmx? ^--y^m^mv^x 

%t>tlhWt\i.. IgEft#ttHRFi)tlJIgE4!c# 

T$> 0 , ftffrWfcti , ( >f ) I g E ft HRFitli 
I «E«6»ttHRFgS5ft5^5gH»&«llllS*Sifcfc 
±0.1 gEMttH RFfgftJ^f^IMaiStt 

JfiP«3C a2 + ffig|. Mftc AMPiJjSL WcGMP 

-r y^h-)uv>m&^ msxKSsab. mm 
F*isesw y ymt, c-to* <nmmt. p h^®t 

■frftflSlt. (a) I gEtt#ttHRF^«4I gEW 



[0130] KftK 2: LTti. "tT^K, MS. ff^T 

[0131] fS*DSaM^g'tt^t»^$-ltft^««4, I g 

y v3MI*»fc:jBEW ft ft S^CflaWt* E 

[0132] fSWfiJ^Stt^«HS-ti-ft%»«4, I g 
Effi#ttH RF^-rftf^ffl^PlW-Tft £ t ftO 

^fflT'^ft. 

[0133] ±jEtfc*«wox^ y--^^s^ffl 

fcl gEft#ttHRF^fflJI*tSlfii^!iI g 
EfflMtH RF i L< l««f|!fflt*ti1Mtt*tt 
hWMtnWzhX* ®3?L fir^DVm. ^)*y)V 

[ 0 1 3 4 ] ISWMitv£tt^ii3S§^ft^M4 
^(iiMttf ifiiSSStt* ft LT^ft W 

y y#«p|v£ttMfflffl*> ^eHt-ft^B^wssw 

fflv^ft^k^'TSfto 

[0135] ZCOX. a CLT#^5flftSMiiS^T"ffi« 
ttT'feftcO-C. Witf. nf¥Lt&ft (ffiJxtf. tK 5"? 

^->r^\ b>y^\ >f 
i?, ^4 if) fcWLTS^Sifc^Si. 

[0136] ^jmcOA? 'J— — >-^ffi&fflV>T»^ 
tLft I gEf#ttHRFt«±I gEWftHRFfg 

*T*BS. JEK, &^f}£&£:*fc±OilflJi 

^vStt & * ft Ik^-ft & ^ ft « 

•&,f.f (60kgtU) ^fev^Tii. — BtoSft 
0. 1 — 1 0 Omg, #?4 L<{4ftl . 0-50mg, 
±0if4L<{4*«Jl. 0~2 0mgT*ft» ^HiPWfc 

KWft«^t4, i mm-mims-fitm. nmm 
as«fwjgT(i» a^. ( 6 o k g t lt) 

K^Vi-rti. — BCo^*^0 . 01-30mggg, f 
4L<ii*^0. 1~2 OmgiS, ±0*f4L<ii*!> 
0 . 1 - 1 0 m gSK* »IBffi»fc J: 0 ft 



(1 9) )02-1 54986 (P2002-1 54986A) 



[0 137] IgEf^ttHRFCSfSS*!! Ig 

£ k £<7)T\ 4* >X U y4HBI»»^»»ffc*ffl"C 
ft£> 0 

[0 138] IgEffi#ttHRFtW41S*mL 
Tft& 4* >A 'J ^4«BR«<!DiMffiWI4. I g EfeffttH 

[0139] I g E»[4HRFCDj£Mj£ii, «itf, 
Steffi , tr>- M -y f*H9SWai?5: if t 4 £ 

i g Etfc^ffiH r f mmzMfe^- h z. t 

[0140] ^fleWKfi, ( i ) I gEfic#ttHRFfc 
£ I g EffifttHRFt fcSteWt^UES-fr. Kfilft^ 

*S£Lfcfl«Mfc3*ute I gEj»ttHRF«i^Ig 

^6£fc£^fc^S««ii84'<?>I gEfj!c#t£HRFc7) 
Siffi. Biy (ii) tMft»i:ffl*±fc:=P»fl;LfcHR 
F «t 3 fl^JM*) H R F Si* fc * & 4 

^tt£»T4 £ t I g E{£# 

ttHRF^)jeK£s5rif3&ifflt^*t4. ±K (ii) OSES 
SCfc^-Cii, — JjCDimtfl gEfe#'|4HRF^)N® 
«SBiW*tlE*T, «Cfir<0fit**« I gEWttHRF 
<n C ffiaBtcRJSE-r 4 StflrCft 4 <I i: U \ 
[0 14 1] lgEWfiHRFl;Mtl>t/? 

ait iH4>. ffiWftfi^st: ± itfcffitffiS: 5 £ 

i^tJ:<, 4fc, Kflt^J^OFtab'),, Fab'. 
ft^U(±FabIMffli^tJ;^. 
[0142] HRFtSfMtffll^Sj&raii. USHERS 
tit** SiiSM^ofiiM* (W*.fcr, 

[0143] mmmim^tm^izm^titwm 

Mb LTJi, W*tf, JkfflttNffiTaR, sue* 



c i4 c] &z&m^n>ti&. iMmmtLxiz. ^x- 

— fe\ y>-^ffii*»P»^^ffl 
4„ ajfcHrttfcl/rii:, #Ulf. ;l/Sy-;k ;l-sy- 

[0144] H^*«V^t^fls<?5^?»ftfc3o-Ctt, ft 
&*ffiTt>J:V^ fflfttLTfi. Ttfu—x. ?*Xb 

iKur^u^rsH. 5^U3>^>&fraH», ft4Mi 

#7-XW'ft(f£>ft4, 

[ 0 1 4 5 3 -yf-^feV^Tii^-ftL^HR 
F^y^n-^KW'M^SrSiES* ( l&R 

(rtmswrnth - 1 izx vitamin i s E«c#ttH 

co-xmiimiicozti^lzm t&ZktfX't>&, 4 » 

[0 146 ] t^K>f I gEfe#'l4HRF 

HRFty^n-f/HM, I gEte#ttHRFt0*S 

iif. 2&KJ£tffi^*tSSt#^\ IgEte#ttHR 
F^CSgPS:!SiiW-4J*^. 1 i*^IBrfflv^*iftffl:* 

[0147] HRFty^o- ^St^Sr^yNM >yf- 
-yyffift-S^iiJT-yoy h 'J— tzk^zm^h^kifiX*^ 

[oi48] m^mxn, mkm^oim k mmxm k 
zmmznLxm-&mzKmz *t<o^ , *kjecoisis 

KM(F) fc, £L#j:«r^U^iMKlH (B) k^ftm 
L (B/F#m) . B, FV^^OM^i^fJJ^L, 

T"Ti8ttifi;fls£fflv\ B/F^-BtSr^yx^i^y^yn 
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[ 0 1 4 9 ] A h U v ?&-m. KfltfflPf'fOfiLlK 

w&bmm:%m$h<, mz. \vWf#mnw& 

[0150] ift, *7n> h U— "CJ4. ?VM*l£>S^ 

[0151] ztthm«<nft&m>mim**wm%. 

WsMt'&gtzti^, ^fi^ti^mzmirhmn^> 
mmizmm^com^mmmmztiiiz-x^ 

[ 0 1 5 2 ] Mi.{f . ML H r 5y^A/77^ 
>f J (Ml&L E@SJ4 9^ft) . A£C KM r M.y'J 
^A777-b^ j (M8$a, l@f&5 4 4f$fcfrK 5JH 

fr> . r »«^SaiJSffij (SS2JK) (E 

3*SBSL ISW5 7^fiff) . 5Jil^S£>S rp*^Sil 
Jg&j (S3JK) (E^WR, IBW6 2*F#fr) . r Me 

thods in ENZYMOLOGYyVol . 70(Immunochemical Techniq 
ues(Part A)), ISM Vol. 73(Immunochemical Techniq 
ues(Part B)K |hJ1| Vol. 74(Irnmunochemical Techniq 
ues(Part C)K |B]# Vol. 84(Immunochemical Techniq 
ues(Part D : Selected I mmunoassays) ) „ I^Kr Vol. 9 
2 (Immunochemical Techniques (Part E : Monoclonal An 
tibodies and General Immunoassay Methods)). HHr 
Vol. 121 (Immunochemical Techniques (Part I : Hybrid 
oma Technology and Monoclonal Antibodies) ) (iiLh, 

5. VJ.±co£5tzbX, HRFKMffl^SittJ;^ 
X » I S EfSttHR F SriSJgfi < S £ £ &X"^ 

[0 15 3] SfetCji. HRFffiMIUTI gEiSff 

ttHR F^)«K<ioittsnjmajs*bWft^fc:(±, , 
msas, Wtf^PiS. ^f->-x s t^f-^x. mm 
tgg!#m, Hf^pmine. snunus. tt 

[0 154] &tz, HRFiSflefcfflWC I gEBttH 



RF<7)iiJS*S*-ri»£hiCj;o-C, IgEfefttHR 
FO^^JfeW^asSiut*^. 0>Ri±\ USB, iffll 
ifitJE. 2 MUSS. ffirtiffiHl, KJfiUE. tf£?#!#@ff 

m. mmmwm. mmmmmm. mm. ^yxvymx 
[0155] ttz. HRFmmt. fom*?mm%kcom 

fltffl^Sifcjfi^Si. I gE«HRF^« 

h^i gEft#tHRF(?)i[ij, mmmm^zmfi 

[0 156 3 IgEffifffiHRF^3-KfSDNA 
tt. Mx(3\ To-Zt LTffiffl-f -SifctcJ: 0. tl 
^^(iiajflitJjft (f^Jiif. 771, ~?i7X. y 
K r >- , f^\ ML by^, ^i^. 

-fi?. ^sfiriT) tCfctt^ I gEft«HRF^3-l' 
tSDNAitliraRNA^Ig («&FS«> ^ttffi 
-TS£i:^T"#^<7)T'\ Witf. KDNA±fclimRN 

[0 157] I gEffiffltHRF^3-KtSDNAj 

>-^^^' y u -fe*— a cr-sscps(^v 

5 y^X (Genomics) , ^53g, 874-8791(1 
989^) „ 7ny-y'y/X ■ ^7" ■ -<f' ■ ^^a^ 

• ■ ■ t^fiynx ■ ■ i-iX 

x— (Proceedings of the National Academy of Scien 
ces of the United States of America) , 
2766-27701 ( 1 989^) ) (iZ X OSUfe 

[0158] man* y o y-t a > 

izx <o i gE^mHRFcomm^mia^tifz^ 

[0159] tfc, y-fyA^7'ijy^'-y 3 yt 

=fc 0 I gEffiffttHRF^MffiT^ffi^tl^ 

li. Witf. HEffi. SfliJfiiffi, 21I«fi, ffiifliaffi, 

ktfxi^h. 

[0160] 
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[0161] ±Ii^ffl^T^lfif^n--y 
^(±. ^l^^r^^— ■ ^n——y^ (Molecular clonin 
s ) t f B« S ixT ^ -6 -ft m fcffii o 0 ^MMFfi J: t^OT 

I UP AC— I UB Commission on Biochemical Nome 
nc 1 ature K ± 4 4 U« 3K4Hff fc*5 tt & «ffl^ 

DNA 
c DNA 
A 
T 
G 
C 

mRNA 
G 1 y 
A 1 a 
Va 1 
Leu 
I 1 e 
S e r 
Th r 



^ y o 




Met 


^ / -<l — ✓ 


G 1 u 




A s p 




L y s 


i J -V v 

J ~s s 




/ /k -T ^ 


T T i t „ 

HIS 




Ph e 




Ty r 




T r p 




Pro 


to y y 


As n 




G 1 n 





: /'JyV 
: T9-y 
: A'lly 

HJfi^J 1 

(1) I sEficffftHRFOf^fflSrBaW^-S'fk-^fijA 

(2) ?L« 

•ft-^jA 1 0mgi;f[Jf6 0mtiXX/z2-yx^—i-3 
5mgC0?g-^|S- 1 0%-tf5f- y*M0 . 0 3ml (-tfg 
^>tLT3mg) SrfflV\ 1 mm;* y is a.^B^MLXm 

t>tl%> M&£ X?r T U VlV ^ * -h, 2 mg t m& L , 
£9fc0!2 

(1) I gEfie^ttHRFcOf^ffl^fiaW-rS'ffc^jA 

(2) ?L« 

itS^A 1 0mgi:X-fry y^^-i^7A3mg^ «T 
IttfyT^a^SO. 0 7ml ( nTigttxVTyt L 
T7mg) TS©-ft;tJtf*. SSSU 9Uf70ngt5«tyfn 

(1) I gE8s#ttHRF<75frffl*K»^Sft£ttA 
(2) 



tffi^J*^ : 1 ] TCTP P 2 107S7iE«^ 

CIE?IJ#-^ : 2 ] TCTP P 2 3 <9T S y KK#[ 

-To 

CKW#9 : 3 ] TCTP P 2 6ffl7 5 ^MSM*^ 
Cie^JS-f- : 4 ] TCTP 

Cie^iJS-f- : 5] TCTP p2 3^3-KfSDNA 

ClE^lJ#-^ : 6 ] TCTP P2 6S3-WDNA 
[0162] 



1 Omg 

6 Omg 
3 5mg 
3mg 
2mg 

nt>ix&*>bm*. mm, zmti-?>, 9 

[0163] 



JEBBH-S. 



1 Omg 
7 Omg 
5 Omg 
7mg 
3mg 

[0164] 

5mg 
2 Omg 
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(1) I gEMttHRFOftlJWS^lB 

(2) ¥L« 

(5) x^t y ^sgv^^A 

-fk-^SSB 1 0mgi;fL«f6 Omgfc ic/rJ-yX^-^3 
5wg<r>m&m* 1 0%-tf ^-?-y*?§S0 . 0 3ml 
^-ytLT3mg) SrfflV\ 1 mm;* >y Wl$§riiLTSR 

^tlhWiL&Xr-TV ViSv?'*y<7A 2mgt^L, 
SH&#|5 

(1) I gEWttHRF^&ttl.ft-&iB 

(2) ?LS 

(3) 3-yx^-f 

•ffr^B 1 OmgisX^Ti; yiT??";f.i/*>A3mg2:nr 
}§t£T>7°y^7fQ§:?$0 . 0 7ml ("BJjgttTVT^t L 
T7mg) TlWMiL^fiL S6«U ?L*l70mg^J:t>'r? 

mmrne 

(1) I gEWHRF^^ttS^ftB 

(2) j£i£ 

(3) 1^7* 

-ft.^ B 5 mg£i J; V 2 0 mg £ # (cftgf § , 
*S:JPx.T^:*2mlt-rs o Sfcfc^JSU itWfefTT 
C2 ml (7)T >y°Mzl&mt h . TyT/k&MWL^iL 

~6tCt3V>T. -ft^-ttBt LT, TCTP p 2 1 , T 
CTP P 2 3i«iTCTP p 2 6£fi5J#f-i> 0 
[0168] ggftffj 1 

( i ) mwmm 

5 7BL/6i3iVlittC3H/HeNV>X 
(H*SLC, ff |90) , ^-f^-jRtttt?? h ( 0* 

slc, ffffl ) & fetf fcvv- t- jfUHtertt •/ h 
a M . M1& «t t^Jdit * « tctp P 2 l Pjggfbtf) 

fJ^^fitlttC 3 H/HeNV^X&itXC 57BL/ 
67i>XSJflHfc. V^XJS^Mtt (MIN6II) 
f±. ^^SMtar^fleJOiia (FCS. 7n-tt, McLea 
n, VA) Sri 5%, 100 I U/ml^~ y U >\ 100 //g/ 

mixM^rbv>f >->\ 5/xM2->owrhx^y- 



2ml h-fh 

[0165] 



1 Omg 
6 Omg 
3 5mg 
3mg 
2mg 

[0166] 



1 Omg 
7 Omg 
5 Omg 
7mg 
3mg 

-yx^-f 5 Omgi;Ml=rf-g>< 
[0167] 



7°C. 5%C0 2 -9 5% air tT±g*L^» H 
yxfecomfii(± Lacy feiO^rffifcftofc. C 3 H/He 



5mg 
2 Omg 
^i2ml t-TS 
NfcSV^iC57BL/6V^XtOPJit Hank's balanced sa 
It solution (HBSS) £&AU PK&jR&i-y-T 

3 7°c. iom 

2. 5mg/mlorJ7^— tfS-1 (*rffl-tf5?->\ ± 
RE) t*tf HB S ST-f y^i^-^g y Lfc. iH-ftl, 
MItHB S S?r jDi.T400g, 1 ftfgkDM'btftft 
£ 3\B\ft%->fZ<, »ftte_k»£lfeV*fc«, Dulbecco's m 
odified Eagle's medium (DMEM) 

y*A£BJRLfc. «L7tI5yy^Ayxfi(iDM 

EMcft3 7*C, 5%C0 2 -9 5%air tCTtgUL 

fc. 

[0 169] (2)fitTCTP p2 1»(0f«ti 

7^ny-?xyx(;J;^|^TCTP P 2l 

«n*s2ot 5 jM<7)umin*mz^?^- v 

y 4 - -r 4 -«IL/; . b hKffitiffiffllttvi? 7 ^ y 
* S ? o h-A(3TJl$ 4 ^mcOWttSrfM, 
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^7jc-C~5^-[Sa^L>to Phosphate-buffered sa 
line ( P B S ) TlOOfg^fR L^^iTISlMiSrffiT 

WjJlTCTP P 2 lfitft: (100^#f?) X\ IB* 
PrIRJE te^Lfctitttti. ^/M-^y— trglS 

SW^ IgGF (ab') 2 ffift=^iS-^§^, 7^ ■ 
h"5j-^>- ■ ^/kjf^r^^'— tr'Sfefe^ >y h (VectastainA 
BCdfvh) fcfflvvClteBL/S. PimpK. ^f^yy 
Ifi-fe^ff^-??^ C57BL/67W (6~8jSI&) 

4ju«tf>«ltf-£flsjfiU x^^f FX/'5Xi{;««tL 

B S T100fg«R L fc^^rjE«jll» £*T U Si3T20 
*»SL/n7^y^^^t. 1 ftflttti: LTK 
■^yX'jySft (100fg#S?. SANBIO Amsterdam, Nethe 
r lands) £fflwt\ SJlT2^rlHRlG$*fe. PBS? 

TWIgGF (ab' ) (100f§#iJ. H*77y-v 

a. PBsno»ia. 4@a#u. s^cia^ 
ufiTCTP P 2 lfitfls (ioofg#f?) Afflux, m 

2<yvj5v(fc<h LT fluorescein isothiocyanate (FIT 
C ) mmBfrtt IgGF (ab' ) (10<H8*R. +r 

y??/L--Xt, Santa Cruz , CA) SrfflV^T. 

Ti.s^riaiEiBS-^. PBstsm 3®im 

fJL PermaFluor™ Aqueous Mounting Medium ( B^^ — 

[0 17 0] (3) iJnyt'fyMCTP P 2 1 (r 
TCTP p 2 1 ) COf^iS 

(J. Immunol.) „ H161^ 6356) l£2f-?# „ hf-TC 
TP p2 1cDNAj/;l/7 , -rty-S-h7yX7 

Sl-^ga«(ibnyt> (40 unit) TMa 

rTCTP p2lH^y^I?07fy'77'f 

[0171] ( 4 ) PfflHL it^jfliit * 

OTCTP P 2 lCDMfe 

M&LtzmteXtfSmMlt. 2 mM EDTA, 2 mM E 
GTA, 1 mM phenyl methyl sulfonyl fluoride ( PM 
SF) iSitXO. 1 mM leupeptin £#tfpH7 . 4O100 
mM Tris-HCl^S'-y y-r— SridiT. f7n> (SliiSj 



- 1- £ 10500 g. 4*C» 15flfirCj*&l,T, ^ttSfi 
Wtmitfc. 35 mm @t§*TV «y5oL*C*F*LfcM I 
N6«t, 2 mM EDTA, 2 mM E GT A N 1 mM 
PMSFfeitXO. 1 mM leupeptin £-^tfpH7 . 4CD10 
0 mM Tris-HClA>y 7r — HUtX?'*— jtfDXW 

10500g. 4°C. 154HH?3fr&>LT, ^§'lxSe«*il 
§8U£. ^Afi 1 . 5ml<7)W ^n^j.— /CHI 

JRU 900gT-5 4HaBftt''bfc. ±»tiftt«BH-a- 

7" (10,000 NMWL filter tube; 5 U*°7*tL Bedfo 
rd, MA) *fflV^T50ffiaMIL,fc. ^.XW'MteffiB 
Mi: WL«lt Ji^iamAO^BD^^-^ 
AixT5000 rpm T'jt'OU Sk^^iSi^Skm^n 

/s. aaiLfcgae (50x<g) . Ka»4^i, sofiswg 

ffit^±§*M (20jul) 5rl2%SDS-PAGET^SI 
t, polyvinylidene difluoride (PVDF) JH^Sk¥ 
Lfc. PVDFffi^4%ffl«5;l-^77^'-f yt 

1BWHL Sfit7'n7 ;3 fyy v 'L. 0.05% Tween 20 
tfPBS ( PBS-T) ?i!E*L,Jt. ^^PVDFMSr 
l&ffitt <3,00OfS^LfctftTCTP P 2 1fiif|t) fc 
SjlTlBSISIRJBS-frfc. PBS-TTifcrfflL 2ifcfit 
#; C6,000fi?#f?L^ horse radish peroxidase Hait/C 
W*fI«GF (ab') 2] (g*T7ytAtt, JfOfC) 
t SiftT 1 B#|g]RJS$ ittc , PBS-TT'PVDFM 
a#f*, S^Lfc 1 iKStflstiE C L^m^f v h ( 
7y^Att, SDK) fcfflWCtftffiUfc. 
[0 172] ( 5 ) M I N 6|HBSfc=t ^y/P 

^>-xft*^o^ yx y y^cDifflS 

M I N6*BM415% FCS^-^tfS^VPn— X^tD 
MEMfp-C24>ti3J:iy ; '%?XTP'-h^T4 QIBSSft. 
SBUfcfflV^fc. 2.8 mM^;kn-Xi3j;t<15%FCS^ 
■t-tfDMEM^^fttT 1 . 5B#PeB-< y^i-^-v-a y 
LfefS:. 2 5 mM^/;P3— Xtl5%FC S£#tfDME 
M tcX^ L T 7tV n - ^*B»* S « <F> WP^fe i * ^ *l . 

rTCTP p 2 1 £a*tf>«*ISHKfllIl, 
JtifflJiat |s]#0^3-XjlM^fl^V\ ±g*?gtf 
^$tt^-f yx 'J >-i* >f yx U yfjjg enzyme-1 inked 
i mmunosorbent assay (EL I SA) ^fy 1 (U MX 
A yxvy^v V. yA'W, mm) £ffl^TiiJ)tL 
fc. WHIN NaOHtiML. gafltlCffl^ 
fc, mStlf 7y7 1 V^^^>-Xft(i5flai*-^. 2.8 mM^'VP 
r3-X^15%FCSSr-i-tfDMEM(;cAtL. S^oJ^il 
ffi<7) rTCTP P 2 1 £»*«B&IBnn£:fcfiL Fia^ 

^3-^3W«sff=Srv\ ttffigfrtzmiZtvKiJ yx 
yys^±iati5]«^y7ffiii!isL?t„ -f>-^^<->-3 

yii-T^T 3 7°C, 5% C0 2 - 95% air-C'ff^^^^ 
[0173] ( 6 ) P/3»tCi3(tSTCTP P 2 1 

7 -y hfeiWt? htO^-fflSaTOTCTP 
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P 2 iaaW«?Pl£ftTCTP P 2lRMSi^ 
W?yyo7 hSrCM^*: (Hi ) . WHMfci-j 

l/\/l/OTCTP P 2 i®e«co^®^ftatTis» 

^n.7to 26kDa<7)TCTP p 2 lSaii I« 
±§ Uft)30kDa<75S&M(±N-glycosylation %mffz 
TCTPp 2 V^XjfflKfflJ&tWTCTP 

p 2 1 *j >x y >cvm%z&ffirLft-mftm®m 
m&iz£*)mm.L?z<. tctp P 2 nmmco^yy 



[0174] ( 7 ) ^a-^jwakfcj: ^>P/3 wr-o 

TCTP p 2 1 Of^£ 

v^^Wifi (Ml N6«) ^ffi^/pn— X (2. 
8 mM) CODME MEpT". 1.5^y^-ygy 
t?tfL ft^'/pr?-X ( 2 5 mM) <7)DMEMt33£$t 
U gl^WtTCTP p2 lg&Sfic^-ffcSr^XX 
?y7x3<yh&£.3:*)X f <$l (03 A) . ft^pn-X 
MiStffOTCTP P 2 11/^Ult«^ jJOp 
3-XjflJjftfc:«£ DM I N6TOF*)ti^$n^TCTP 

P 2 1 K;k<7)x>-^h^-^-ffi^i^Tfc^-t. 

[0175] 

[*1] 





l^BH^ 2H*IHtt 






1.0 0 1.6 4 


1.6 6 2. 0 O 


9 r . 1 6 


a, 2 4 



[0176] RflStc, ««Kt>fc:4WesnfeTCTP 

p 2 1 msh^ snafeft i i^iai f{±«taj 

=5r^o f« 1 tifigfo* h 4 ^co^tffiK;K7) 
TCTP p 2 l^ftStlfc (S3 B ) „ 

[0 17 7] ( 8 ) -i yxv yCiSM I N6|l»« 
TCTP p 2 1 fg^l^UOlTOJ t jftmm 
it^'/pa— xT£J;V'{fc77p:3— xftl 0 nMCM y 
XUVSrMI N6«t:m6Dt, W^OTCTP P 



2 lSSICfio^fkS^xx^y^n v hiSfcJ: 9gn# 

mzm^tl (04 A, B) „ >f yff[iS[tu(7)TCT 

p p 2 l K;p£ 1 1 -f >-x y yfmSbto 

M I N6*HM*H::&W-£TCTP P 2 1I/'s;P«f> 

[0178] 
[S2] 



[0 179] 



^^t^-^T (2 b mM) 




ii»m 








1.0 0 0.8 2 


O. 6 8 


0.5 4 




0.7 4 




te^/l^^— * F { 2. 8 mM ) 












1.0 0 0.5 4 


0.3 6 


0.28 


0.2 1 


0.0 7 



[0180] mmz, tgtS^CMSixtTCTP 
p 2 1 *£isK£ fc ie^Vprj-XTTJi^aiffill 
F*J£DTCTP p2 lfD^tiS^^^id^JtJ&s. ffi 

j?vp^ -xTtii . mmpwm'j'-m.izffl sti,TCTP 

p 2 1 cr>fti>Mm%Ltz (04 C ) . 

[0181] (9)rTCTP p 2 1 CiSM I N 61 

0.01—2// g/mlCO rTCTP P 2 1 T8K!HiM >^ 



( 2. 8 mM) T'l . 5B#|iH y^^-yaVL, «^ 
/P3-X ( 2 5 mM) flrfSKfcfcSail U ?';pn-XflJ 
»£ l BSBMT^rvviMesnfc^f >x y yfcjttgLfc. 
H, fi^n-xTt 1 nWHt^S^ii -f yx y y-M 
fcSBKM&fii: L£o ;<7)B rTCTP P 2 1 

[0182] 
[fi4] 
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^ t; (ng/,u g protein/h) 







n 


f£^/H=i~ ^ (2. 8 mM) 


0. 160 


0. 022 


4 


(25 raM) 








- rTCTP p21 


0. 695 


0. 101 


4 


+ 0, Oljag/ml rTCTP p2i 


0. 477 


0.021 


4 


+ 0. 1 ^ g/ml rTCTP P 21 


0, 334 


0. 089 


5 


+ 0. 5 m g/ml rTCTP p21 


0. 215 


0.011 


5 


+ 1/4 g/ml rTCTP p21 


0. 211 


0. 043 


5 


+ 2 xi «/ml rTCTP p21 


0, 239 


0. 070 


5 


[0 183] 1 jL£g/nl rTCTP p 2 1 
;H7-XM^mT3. 5. 5. 5. 9. 5. isitfl 3. 5B# 




[0 184] 
[*5] 





U >-^l£5fi (ng/jwg protein/h) 



OkPA'^—X* (2.8 mM) 




0. 160 


0.022 


4 


^ (25 mM) 










- rTCTP p21 




0. 695 


0. 101 


4 


+ 1 nsMl rTCTP p21, 


3. 5hours 


0. 247 


0. 047 


5 


+ 1 n g/ml rTCTP p21, 


5. Shours 


0. 261 


0. 038 


4 


+ 1 /a g/ml rTCTP p21, 


9. 5hours 


0.211 


0. 043 


5 


+ 1 iiK/ml rTCTP d21. 


13. Shours 


0.333 


0. 125 


5 



[0 185] ljUg/mliJO rTCTP p 2 1 T*8 

BfflttiaUfcM I N 6IKW3-XTtl. 5 9# 



[0186] 

me: 





^I>3— Xpm&toJ ^ftH&A W^g proLein/h) 
M&OMl rTCTP itflftLHiHIft 




0. 223 


0. 1 LV 


5# 


0. 719 


0. 121 


10# 


0. 989 


0. 122 




1. 058 


0. 185 


304 


1. 241 


0. 255 



[0 187] ^BiiDMLfcy^ytfybTCT 

P P2 lgfiS ( rTCTP P 2 1 ) AH** 
*OTyPb^5/y (LPS) #«*iRALTl"*S (1 
//g/ml CD rTCTP P 2 1 RJEBiKt^ift 1 Ong/rnl^ 
LPS^flTl^) o rTCTP P 2 1^fflM 



MIN6«Biat^»lfK-235ffic?DLPS ( S-^V 

[0 188] 
[*7] 
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y 


(rig/MK prolein/h) 






Ml 


M2 


¥^ 


-LPS 




0. 427 


0. 324 


0. 376 


+ L P S 


(0. 01 fjr g/ral) 


0. 446 


0.518 


0. 482 


+ LPS 


(0. 1 jig/ml) 


0, 618 


0.626 


0. 622 


+ L P S 


( 1 * g/ml) 


0- 445 


0. 469 


0. 457 


+ LP 3 


(10jufif/ml) 


0. 408 


0. 343 


0. 376 



[0189] £fc. 200ng/ml<7[)3tfy S^y>-Bt25 
°C, rTCTP p 2 1 W&Ul T & r 

TCTP P 2 KDffra—xfflffl.lzX&jyxvy-ft 

[0190] ( 1 0 ) rTCTP p 2 1 CiSvW* 

(10-1) C 3 H/HeN-7W!6>tB5yy/l'Ay 
xm^-ftML. a/;t/3-^<?)DMEM(ft, 0.01—1 
^g/ml« rTCTP p2 1 £ ^JK^O+M X'cO^ 



—X ( 2. 8 mM) Tl . H^-y 3 yL 
5to i«7 yy;l/Ayxi^S^3-x (25 mM) 

ffi^n-xTriBtpat^lfSn^-f yxy ya 

£*8t#»*i: Lfc. rTCTP P 2 1 

[0191] 
[IS8] 





-f y V^^S (ng/S islets/h) 








n 


ft^^n— * 8 mM) 


0. i>0 


0. 14 


5 


J* (35 mM) 








- rTCTP p21 


16. 35 


2. 75 


8 


+ 0. 01 ai g/ml rTCTP p21 


16. 10 


3. 67 


4 


H-0. 1/i g/ml rTCTP p2l 


14. 55 


0, 75 


6 


+ 0, 5 u g/ml rTCTP p21 


9. 66 


1.44 


4 


+ 1 xi ff/ml rTCTP p21 


2. 02 


0. 50 


6 



[0 192] C 5 7BL/6 7W*^^,i5y^A 
yx ft Sr^BILT, rTCTP p 2 1 tf5ftffi£HBL 

1 jUg/mlW rTCTP p 2 1 VM* cr>mffl$8MLt: 



rii-i-xmmzn^nmmfotz *)<tm >x y y 

[0 193] 
C«9] 



1 /i g/ml rTCTP p21&L51B#^| 




'ftmik (ng/5 islets/h) 


fl^A-^^ X (2. 8 mM) 


0. 34 


0. 06 


6 


fesfflrzi^Js {25 mM) 








- rTCTP p21 


3. 85 


0.63 


7 




1. 50 


0. 18 


3 




0. 58 


0. 17 


3 


1. 5B£[ffl 


0.91 


0. 28 


3 


3. 5B#fS3 


0.96 


0. 14 


3 


9. 5B#f§J 


0.66 


0. 22 


6 



[0194] (10-2) SD7 7b*^P7yf^ 
yXft^Mt, S^r?— XtfODMEMtf»T. 0.5—2 
jug/mlCD rTC TP p 2 1 S^ft^lM* Xfi05 >^ 

n-X (2.8 mM) tllffl^y^A^gyLfcc 
:^7y^AyxS5:S^>n^ ( 2 5 mM) <7)tg 



^MitL/t, *Jfc. :*1rTCTP P2 1(jft 
[0195] 



(£7) J02-1 54986 ( P 2 0 0 2- 1 54 986A) 



[fill 0] 



<f V^. y ^5>«ff fi ( ^ U/ ji g»NA/h) 



^ (2. 8 mM) 


1270 


429 


4 


ift^ (25 mM) 








- rTCTP p21 


177V 


176 


4 


+ 0. 5 a g/ml rTCTP p2L 


1612 


135 


4 


H- 1 /x g/ml rTCTP p21 


1228 


115 


4 


+ 2 /ig/rol rTCTP t>21 


1371 


126 


4 



[0196] ( 1 0-3) rTCTP p 2 1 lz£&4 V 

B#P B 12.8 mM^Vm— X£#t?DMEMtM y^A^y 

mg/ml ^rT C T P p 2 1 Sr^&P L . 304M»fc|i| t < 1 
mg/ml^rTCTP P 2 1 <?)#3±TT25 mMc^/Pa — X 
£ DMEMT 5 >- ^/W ^ y X ft £ 1 B#Pb1» L ( * 1 
1(50®) 0 -e^fJL ^yy^^yXft^DMEMT^UT 
rTCTP p 2 1 mM^Vkn— X2r^tf 

DMEMt30^>f y^^-y h >L£l& (mi ICO 

Ati^naswaL (si i <7)® ) s i^iao*>f 

■W43HWf=3rofco 
[0197] 
[*1 1] 



4 ^Ts 9 ^#$&fl(ng/h/5 islets) 


rTCTP p21(-) 






® 


2. 54 


0.28 




0. 64 


0. 11 


® 


3, 00 


0. 32 


rTCTP p21( + ) 






® 


0. 73 


0. 14 


CD 


0. 63 


0. 14 




2, 28 


0, 33 



[oi98] (id :ftffli&rete±*^*JMtr0>T 

CTP P 2 leotm 

24ftimSi&kZitfzC 3 H/H e N ~?*y XlzW\&&%:$- 
Jt, g^WCPi^TCTP p 2 1 l/^J^IX? 

hSrCilSgU ffi«I^TCTP P 2 1 
W<vM/£ ULT, SM<7)PItOTCTP p 2 1 

H) . 
[0199] 
[*1 2] 



rTCTP p21(-)fi=i>' f n— /upSr^-T. 









2B#fm 


4HfRIJ 


8B£W 


lugg i.oo 


1.98 


0. 63 


6. 36 


9. 75 




zmu i.oo 


0. lb 


1. 06 


4, 67 


3. 22 


0. 73 



[0 2 00] C5 7BL/67WC, HB . 2 mm 



(8 : 0 0-1 0:00). 7 BfSHff^^i. , 8H 



(£8) 102-1 54986 ( P 2 0 0 2- 1 54 986A) 



otctp p2ii£ iyx.x 9 y y'u <y h ffirf J5g 



(H6«H) . 
[0201] 
[HI 3] 







1 B3fIH 


2B#Bi 


4B#fl 


8B#H 


12H#IH 


ffFHt 


1.00 


1.01 


1. 44 


1-23 


0. 90 


0.94 




I. 00 


2. 32 


2, 83 


2.78 


3. 5L 


L6B 




I. 00 


5, 60 


2, 74 


4. 00 


0.62 


1.47 



[0 2 0 2] HKFIJ2 KrTCT P p 2 1 t&tmMz fctt, 25 mMCO^Vkn-X^^tfDMEMTlBt^SlJigtLTSC 

±s>f yxu y^^igjK&s ajstifc-f yxy y*£$i5£L*:„ l/igM^rTCTP 
( i ) M*wwcr>mmi&mm p2iii i . sbssk . s — * *-atr d m e mt 

rTCTP p2 1W«MUffl:rTCTP P 2 A y* ^-y 3 yBBt&KftfcUKlHI L , &?Asa—Zffl 

Rl/ClSttAfcfMEUt:. C 5 7 B L/67Wi'^ 2 1 fciS*A£^T3MHH^3^fcW£«ailL 

5£L£, tti^-f XayyyY)Vrwxwmk\.^Wa. [0203 ] 

8 mft7)V3— X^StsDMEMV-i y$c a^— >L [*14] 



-f >-#ifta(i)g/h/6 islets) 

mm*#. 

2.8mM^/V3— 0.43 

25mM^Va— J<. 2. 60, 2. 48, 2.75 2.61 0. 11 

rTCTP p2I (1 g/ml) 0.93, 0.88, 1.05 0.95 0. 0T 

rTCTP p21 (1 jLt u/ml) 1.40, 0.94, 1.2b 1.19 0.19 

mmzmio. ooi^g/mn 

rTCTP p21 (1 n g/ml) 2. 00, 1. 68, 2. 4 /, 1. 40 1. 18 0. 40 

+^Stl*A(0.01« K /ipl) 

rTCTP p21 (1 ft g/ml) 4.30, 3.60, 5.40, 3.40 4.18 0.78 

rTCTP p21(lMg/ml) 4.85, 3.05, 3.65 3.85 0.75 
tl ««/■!) 



[0 2 04] (2)«W<f>5WlS#fc:±4rtHttrTCT 
P P 2 1 Jfp$IJ^J* 

C 5 7 BL/6V>Xi^MUci7>y/WN>-Xft 
WttTCTP P 2 1 fc#^4f£fleA<?5«f» 

£l.5B#Pnl2.8 vMffrX—XiiZtsDMEMTJ y^J- 



IBKHJSft LT SScffi $ tifc -i yx v ymm\M Lfc . ^y)- 

n— Jl^fc L,TjE«W¥ I SG 1/ig/mlSrfflV^o fell 

[0205] 
[*1 5] 



(59) )02-l 54986 (P200 2-1 54 986A) 



4kW 


>f J? ^^i&li(ng/h/E islets) 


mmrnrn 


2. 8mM#Vl^ -X 


0. 38, 


0. 50, 


0.24, 


0. 40 


0. 10 




0.43, 


0. 53, 


0.32 








3. 58, 


3. 13, 


3. G3, 


3. 24 


0. 36 




3. 60, 


3. 65, 


2. 80, 










o on 


•J. i 








3. 15, 


2. fO, 


2. 75, 








3. 25 










JKf»^A<l^ B /nl) 


3, 60, 


4, ra, 


4, 75, 


4. 59 


0. 78 




4. 30, 


3.60, 


5. 40, 








3, 40, 


4, 33, 


3. 60 








4. 40 










Norma L IgG(l/x g/ral) 


3. 60, 


3. 6b, 


2.80, 


3, 24 


0, 39 




2.91 











Normal IgGfi , lEijf >> Ihdr I g 

[0206] mmm3 

( 1 ) XW»tJ:4MI N6fflJS&^<?)TCT 

P P2 11I 

V>xP/3«ffi(MIN6W) S^MWtarA^H&ieilllW 15 
%(FCS N 7n-tt, McLean, VAh 100 IU/ml yy 
100 mg/ml XM/7l7^(yy, 5 /iM 

T37°C, 5% C0 2 -95% air fcrC#*L;fc. HHt 
(il8-23ffitco,TO^ffl^^. «r<^MIN6*fflJja^2. 5, 5, 1 
0, atX25 mMtO^;W3-X?lST"4B*PBl±§*t. fitTC 
TP P 2 lJS#il^fcfXX^^n<y r-ffiTM 



toTCTP p2 1 W^fcaOISLfc. ^OjSI 



MIN 



6*HM±tS*jS*tfO^Vl'3-XiiJg(CjtM LT . T C T 
Pp 2 1 £BWLfc (H7 ) 

[0207] ( 2 ) ^3-^3PHtfttfflMfet i 4»fi 
SKOTCTP p 2 IIS* 

( 2 - 1 ) — HMfcft£li-7tC57BL/6 itttV7X(12-16jI 
It) fcdSPV>"r*fflV^T3g/kgtt*<?5^3— ^*Hrt 
f5#U g^rWtPJaai^JtfS^SKLTTCTP p 
2 11$- ^yy'u-yh ffi-cHg U(I8)„ 4 

(09) . *<7mis*, nmmwctmhtifzbnm^^ 

jartKl~2»^*K-?fc^4Hatt<9TCTP p 
2 l<7>fm&3&b$>tl* ZtliZ— ©[LTJfllttiWTCTP 

JiLtfc^TCTP P 2 1 W<^e7)±#£3l#i£a.r L?t. 
[0 2 08] ( 2-2 ) — %$fe^§^C57BL/6tttt-7 
1 >X(12-16jIf^)t-TCTP p 2 l^ftfilfMSlffc 
A) J)SV^±IES T >-9'df'IgG^0.8 mgtfOWJe^^L 
. 2 R$|SHjft(c2 g/kg*fi^ ^ 3 -X * 1 



*, «t^ftttjt*&a^4 fc , ^3-XS-^fBO. 60. 
120#<7M yx U y*»Jb&**«fc:mat*L.fc ( H l 

0) . Hi otetiwc, ottiEflf'WfiaGfc, ■»4> 

[0 209 ] ( 2 - 3 ) — BfeMSA$^C57BL/6 
oaWIRt^rTCTP p2 1 30 jug^t^^Mkt^K 
50 ju 1 ft 4 V >f ( t' - 9 /U ) 50 yi 1 & 

r T C T P p 2 1 \&7")Va—Xi®M-\ l Z kZ>4 >X 'J > 

frm^mizmiL. mmttmtziMzitt: mi 

1 ) . 

[0210] (3) rTCTP p 2 1 X 4 >X U 

y^ffiWftffl 

2. 8 mM^ 3 -Xfc J: V'15%FCS$r#tf DMBMT"MIN6« 
St1.5Sf^ >^r i-^-v-a yLti, 25 mM^3-X 
1 15%FCS£#tfDMEM££$ LTffi^/P3— -XJWatfcff 
fc-afc. ^y;P3-XflM30^1rtl jwgOrTCTP 

p 2 l *fcliR*^abWbk ( 

y y<OiRNA*£»B£l,fc. H«fc^3— ^SfiRWtJW 

tctp P 2 1 1±^3— xsuat i. mmmm.fr & 

CM yx y yftiMVSMLtztiK r tctp P 2lli 

2) „ »F*J^>-f yxyy^Mt^-fbSr^i^v^i:^ 
(Hi 3) , 4 yxv>tiiB)gm.im&r&b**.$> 

tltz* tttimean + SD, n=4. 

[0211] (4) TCTP P 2 v&mimfck&A 

>x y yftwmm 

tMCTP p 2 1 cDNA^ ffl^^fcpcDNA3. \%ffi7° 



(6 0) 102-1 54986 ( P 2 0 0 2- 1 54 986A) 



7XS */£(4pcDNA3. 1II75XS K^?* 

— #4fc£»4 >"I4'J *KV— A (1 ipofectoAMINE)8rCMI 
NfiMtlAUCTP p 2 1 ^iflMStfc. < 
c9»£*ALfcfflKi:TCTP P2l%m»m 

WS:^AL)tiJ6 (HI 4 tTCTP 
P 2 1 Srii*J5^§-^3t*Hlia (HI 4 6DTCTP ) COT 
CTP P 2 lM^^XX^y/H'y hffiTHBU 

^Kt><nmW)4 y y#SMB* JfclW-s t, tct 

p p 2 1 %mnmiLtzfflmx'm >x y y#itfflfc&* 

?fBcL>t (HI 4 ) . ffitimean ± SD, n=6„ 
[0 2 12] ( 5 ) SfllW^TCTP p 2 1 l^HB 

, r • 

7E 

T C T P p 2 1 U^*^X^ ^ y7'n >y h 

y bu-zl/V^xo^ixi; D ^10-15%±MJiiL^v^xt o 
ii»OTCTP P 2 1 l^lo& s ±#Lfc (HI 

5) . 

[0 2 13] (6)TCTP p2i^Wfi;*t:J:4>f 
10% £OP =7 — ^**4aHtt* § -£fcttttC57BL/6 V X 

^tus : ooa> 6*£ & h»& liok^ 

nig) SfctfiEtt^¥l«G (0.8 mg) ^ffi^MteftK 

«f!4, 1 OB#Ha^JflL*-f>^U yfliMfffiS: 

U ^f*0^£^L£ 0 Mtimean ± SEMT^L 
fco nybn-/HgG&^S¥6E^ ttJ»iri:ft*fc#S10Eo 

<110> Takeda Chemical Industries, Ltd. 

<120> An Insulin Secretion Inhibitor 

<130> A4843 

<150> JP 2000-280153 

<151> 2000-09-11 

<160> 6 

<210> 1 

<211> 172 

<212> PRT 

<213> Mouse 

<400> 1 

Met lie He Try Arg Asp Leu He Ser His Asp Glu Leu Phe Ser Asp 

15 10 15 

He Try Lys He Arg Glu He Ala Asp Gly Leu Cys Leu Glu Val Glu 

20 25 30 

Gly Lys Met Val Ser Arg Thr Glu Gly Ala He Asp Asp Ser Leu He 
35 40 45 



ctp p2i*^ft*&tt&kmm4yxvy 
ifitmizmttiL (Hie), mmmmmh^Mizwrt 

fz (Hi 7 > . Hi 6tsJ:t*Bl 7fci5wc, 

[02 14] (7) SKB$<7)GK5^MftlJf*TCTP 
P 2 ll^flg 

GK (Goto-Kakizaki) 77 b J:^y hn-;l/77 

a»^)ffilKi^j|lLitt»JRL. fitTCTP P 2l6iM 

ffl^T^X^^y/Oy bffit*JflL»*<7)TCTP p2 
l^fflSL/^ GK^vHi. Wistar^vb (JcHWist 
ar^ y h ) fc*P^mttfc(0GTT) tfr&W ffifgtt?) 

fL^a^ffiffiS^xVl^^ v r**C£>£(Goto, Y. eta 
1., Spontaneous produced by selective breeding of 
normal Wistar rats. Proc. Jap. Acad. Ser. B51: 80-8 
5, 1975), ffl5*ybTt43S»± , 5^£30 kDa<7)TC 
TP P 2 li^JPUTV^Co 3. 12. 2Qa»<?DGK5y 
h t n y h >y b ^^-eME-foHW^^rffiT 

Mt4WTCTP p2 1^I£Uf>yb^^^ 
ffiT*it«hr& fc . GK^ y Miny fn^7 y KcJt 
^ ^IPf^TCTPp 2 li*\ 3 SULCUS. 6 ± 
0.5f§(mean ± SD, n=4) „ 12fflftT(42.2 ± 0.5f§(n= 
4). 2Q5i»T(42.3 ± 0-4«(n^)^W8MnrU-CV^ 

[0215] 

[3fflHtf>»»] IgEfe#ttHRF^ffl£I»m 

»ii>T yx U yiMs&ffiJWW. MRtfHHS ■ i&S0ffi3:£fc 

«>f yx u y^mmm^^t ltwht* & . 

[0216] 
[KM*] 



(6 1 ) )02-1 54986 (P2002-154986A) 



Gly Gly Asn Ala Ser Ala Glu Gly Pro Glu Gly Glu Gly Thr Glu Ser 

50 55 60 

Thr Val Val Thr Gly Val Asp He Val Met Asn His His Leu Gin Glu 
65 70 75 80 

Thr Ser Phe Thr Lys Glu Ala Tyr Lys Lys Tyr lie Lys Asp Tyr Met 

85 90 95 

Lys Ser Leu Lys Gly Lys Leu Glu Glu Gin Lys Pro Glu Arg Val Lys 

100 105 110 

Pro Phe Met Thr Gly Ala Ala Glu Gin He Lys His He Leu Ala Asn 

115 120 125 

Phe Asn Asn Tyr Gin Phe Phe He Gly Glu Asn Met Asn Pro Asp Gly 

130 135 140 

Met Val Ala Leu Leu Asp Tyr Arg Glu Asp Gly Val Thr Pro Phe Met 
145 150 155 160 

lie Phe Phe Lys Asp Gly Leu Glu Met Glu Lys Cys 
165 170 

<210> 2 
<211> 172 
<212> PRT 
<213> Human 
<400> 2 

Met He He Try Arg Asp Leu He Ser His Asp Glu Met Phe Ser Asp 

15 10 15 

He Try Lys He Arg Glu He Ala Asp Gly Leu Cys Leu Glu Val Glu 

20 25 30 

Gly Lys Met Val Ser Arg Thr Glu Gly Asn He Asp Asp Ser Leu He 

35 40 45 

Gly Gly Asn Ala Ser Ala Glu Gly Pro Glu Gly Glu Gly Thr Glu Ser 

50 55 60 

Thr Val He Thr Gly Val Asp He Val Met Asn His His Leu Gin Glu 
65 70 75 80 

Thr Ser Phe Thr Lys Glu Ala Tyr Lys Lys Tyr lie Lys Asp Tyr Met 

85 90 95 

Lys Ser Leu Lys Gly Lys Leu Glu Glu Gin Arg Pro Glu Arg Val Lys 

100 105 110 

Pro Phe Met Thr Gly Ala Ala Glu Gin He Lys His He Leu Ala Asn 

115 120 125 

Phe Lys Asn Tyr Gin Phe Phe He Gly Glu Asn Met Asn Pro Asp Gly 

130 135 140 

Met Val Ala Leu Leu Asp Tyr Arg Glu Asp Gly Val Thr Pro Tyr Met 
145 150 155 160 

He Phe Phe Lys Asp Gly Leu Glu Met Glu Lys Cys 
165 170 

<210> 3 
<211> 172 
<212> PRT 
<213> Mouse 
<400> 3 

Met He He Try Arg Asp Leu He Ser His Asp Glu Leu Phe Ser Asp 
15 10 15 



(6 2) )02-l 54986 (P200 2-1 54 986A) 



He Try Lys He Arg Glu He Ala Asp Gly Leu Cys Leu Glu Val Glu 

20 25 30 

Gly Lys Met Val Ser Arg Thr Glu Gly Ala He Asp Asp Ser Leu He 

35 40 45 

Gly Gly Asn Ala Ser Ala Glu Gly Pro Glu Gly Glu Gly Thr Glu Ser 

50 55 60 

Thr Val Val Thr Gly Val Asp He Val Met Asn His His Leu Gin Glu 
65 70 75 80 

Thr Ser Phe Thr Lys Glu Ala Tyr Lys Lys Tyr He Lys Asp Tyr Met 

85 90 95 

Lys Ser Leu Lys Gly Lys Leu Glu Glu Gin Lys Pro Glu Arg Val Lys 

100 105 110 

Pro Phe Met Thr Gly Ala Ala Glu Gin He Lys His He Leu Ala Asn 

115 120 125 

Phe Asn Asn Tyr Gin Phe Phe He Gly Glu Asn Met Asn Pro Asp Gly 

130 135 140 

Met Val Ala Leu Leu Asp Tyr Arg Glu Asp Gly Val Thr Pro Phe Met 
145 150 155 160 

He Phe Phe Lys Asp Gly Leu Glu Met Glu Lys Cys 
165 170 

<210> 4 
<211> 516 
<212> DNA 
<213> Mouse 
<400> 4 

atgatcatct accgggacct catcagccat gacgagctgt tctccgacat ctacaagatc 60 
cgggagatcg cggacgggct gtgcctggag gtggagggca agatggtcag tagaacagag 120 
ggtgccatcg atgactcgct catcggtgga aatgcttccg ctgaaggtcc ggagggcgaa 180 
ggtaccgaaa gcacagtagt caccggtgtt gacattgtca tgaaccatca cttacaagaa 240 
accagcttca caaaagaggc ttacaaaaag tacatcaaag actacatgaa atcactcaaa 300 
ggcaaacttg aagagcagaa accagaaaga gtaaagcctt ttatgactgg agctgcagag 360 
cagattaagc acatccttgc taatttcaat aactaccagt tttttattgg tgaaaacatg 420 
aatccagatg gtatggttgc tctcctggac taccgtgaag atggtgtgac tccattcatg 480 
attttcttta aggatggctt agagatggag aaatgt 516 
<210> 5 
<211> 516 
<212> DNA 
<213> Human 
<400> 5 

atgattatct accgggacct catcagccac gatgagatgt tctccgacat ctacaagatc 60 
cgggagatcg cggacgggtt gtgcctggag gtggagggga agatggtcag taggacagaa 120 
ggtaacattg atgactcgct cattggtgga aatgcctccg ctgaaggccc cgagggcgaa 180 
ggtaccgaaa gcacagtaat cactggtgtc gatattgtca tgaaccatca cctgcaggaa 240 
acaagtttca caaaagaagc ctacaagaag tacatcaaag attacatgaa atcaatcaaa 300 
gggaaacttg aagaacagag accagaaaga gtaaaacctt ttatgacagg ggctgcagaa 360 
caaatcaagc acatccttgc taatttcaaa aactaccagt tctttattgg tgaaaacatg 420 
aatccagatg gcatggttgc tctattggac taccgtgagg atggtgtgac cccatatatg 480 
attttcttta aggatggttt agaaatggaa aaatgt 516 
<210> 6 
<211> 516 



(6 3) )02-l 54986 (P200 2-1 54 986A) 



<212> DNA 
<213> Mouse 
<400> 6 

atgatcatct accgggacct catcagccat 
cgggagatcg cggacgggct gtgcctggag 
ggtgccatcg atgactcgct catcggtgga 
ggtaccgaaa gcacagtagt caccggtgtt 
accagcttca caaaagaggc ttacaaaaag 
ggcaaacttg aagagcagaa accagaaaga 
cagattaagc acatccttgc taatttcaat 
aatccagatg gtatggttgc tctcctggac 
attttcttta aggatggctt agagatggag 

[01 ] V^X (A) s 7vb ( B ) fciO'Wt'y h 
{ C ) £T)#ffl|tOTCT P p 2 1 fifiecOfeiSBlT 

ctp P 2 imk^m^tz^^x? y vm~cm 

[02 ] -^XPKffil-C-^TCTP p 2 1 fcitM 

[03] ^3-^«fiftL>t«^)jpj8 i urn 
sia^OTCTP p 2 im&mmzitztmmzm 

[04 ] ( 2 5mM^3-X) £±1/ 

l&?-)l-a—XT ( 2. 8mM^3-X) t'l OnM» 

^yxyyHi N6«rastjSSnL, M)J&f*i»tctp 
p 2 iiaii«^^xx^yyo7 hffitci 
B#Wtc|i<7 , -c^S:^-r» Aliit/;t/a-^T (2 5m 
M^/U^—X) s Biiffl^/l^-XT (2. 8mM^ 

, Cliffi/;l/3-^T ( 2. 8mM?7PrJ — 
X) ^ig»±fit4^TCTP P 2 lgfifTiSrTKfo 
[05] -HftftfcLfcV^^tJfell^^ilWItCtitt* 
TCTP P 2 lSeiM^xx^y/n'y 

[06] ^mmRLti^xcDssm <a> , jhm <b> 

teiVM-m (C) TOTCTPp2 lSSIM^x^ 
[07 ] M I N 6fflB*4HiKW^3— *T4BftBiS 

[08 ] — wafeft^^v^^tc^n— x^jgpfa-^- 

L^BfCOPffl^ (£0) tJfllff (*TH) tJ^tSTCT 
P P 2 1 *^4t£il^£jg:3l£:*-f . 

[09 ] — m^%-£tz~?vMzm&±%5-z-timcDB 
mm (^0) tikm <*-0) cc^ttsTCTP P 2 1 

[01 0] -HMftJfeS-frfcv^fc^a— ^SJWBrt 
g^-LfcuSof yx 'J yjmM!i&tt& ^fnfitfto^H 



gacgagctgt tctccgacat ctacaagatc 60 

gtggagggca agatggtcag tagaacagag 120 

aatgcttccg ctgaaggtcc ggagggcgaa 180 

gacattgtca tgaaccatca cttacaagaa 240 

tacatcaaag actacatgaa atcactcaaa 300 

gtaaagcctt ttatgactgg agctgcagag 360 

aactaccagt tttttattgg tgaaaacatg 420 

taccgtgaag atggtgtgac tccattcatg 480 

aaatgt 516 

[011] — UMftftS-frfcv^xt^a-^&aKi'j 
1&^Lfzm^ yxv yMfci^tHtMtS V 3 
yt'fyMCTP P 2 l tossstP'^fctSRfcij? 

CTPIiijnyt'fyMCTP P 2 1 Sri&^-LftBS 

[112] MINelECynyh'tyhTCTP p 
2 l £mtoLfzmcr>y°u-l yxv ymRNAiJi^t 

rTCTPliy^yffyMCTP p 2 l £3s 
JllL^B#(7)S&^$-^o (h) \±?}Va— xmwkn'm 

[013] 'j3yt't>NTCTP P 2l5rMIN6 

/dte*£*-r . h*-? /wi^aafe*** asm Lfcusoas 

*Sr. rTCTPIi'Jnyt'fyMCTP p2U 

[014] tctp p 2 l iifJ^ltJ;S^ yxyy 
«***AbfciiniH0>*S»* . tctpistctp p 

2 1 zm\mtettmm<m%:*rtt. mmty^ 

[01 5 ] SfllB#tOV^XOjfll*c43tOTCTP p2 1 
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